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CHEMOTHERAPY

H Ak RHESR I 381F 5 AM-T15 0B KRB

Fili —k - BBEAN - BRR B -KH @F
g TRR - H —8

IR B RS B MR

RO N AESHALERER] AM-T15 TOoOWTRML, LATORREBX,

1) EREKSMERED AM-T15 12500+ 5 B2

ZIRRD SRS Wi Miskic T 240 MIC # M L, REREEETH S Staphylococcus
aureus 24 ¥kix MIC 6.25 pg/ml iz 1 8k, 2100 pg/ml iz 1 BkDiE2 2+ T 3.13 pg/ml LLF I
L, 9o —2ix 0.78 ug/ml Tadr o7, LdxL, Staphylococcus epidermidis Tix 10%k% 8
1.56 ug/ml |z4&h L, 2 #kH% 6.25 pg/ml 23 LTERY, S. aureus 23+ 5B H~T in vitro
HETEE TRRL B AN A Hiiz, Streptococcus pyogenes (group A) b AHKlic L T S. epi-
dermidis VIR -BRMED iR L, 75 LBRIEE Tt Escherichia coli 9 #iz 343+ % MIC it
<0.2~1.56 pg/ml T+ iz HE 2 B 743, Pseudomonas aeruginosa 8 ¥ Tix 55 Li-Hidhiis
HIFBD LT, 6.25 pg/ml (2 —EtED E— 7 &8> MIC 2 diH bhie,

2) FRIRZHE :

SMCIEPERIG), BECBEREFRIZF, €010 FAEERESRBEE FIc AL 1
A 600 mg~800 mg, 3~4 HENME L Lix, HZRIF, BHE(CBEPER T 81.87, L ¥R R
DD LI, BECBMETERTIXST.64L LS 5ME R LI, S, WEABRIETR TH
B S5B(71.4%) THHTH o 72A%, BIMIEHIEDBYLAE Tix 4 G5 2 41 (50%) OFPHRIZEE -7,

3) BEEHEBICRIETRE

HRBED 5 B 3 40 volunteer [z DV T AM-715 # 7 AR 5% Ic BT 3G RME X V%
RUPHECRETERERM LN, BEPHEREL RTRERIED bhiLd o1,

4) BWER :

SSHIFRBARAF, BL3H, HEWIH, @EEO LChR ] FOEH9 # (164%) ic BEWERA %
B, WTFhLAHEDN L 0T, BEREFRICKELRIITEREZLORALAAD T,
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# =

#FA% quinoline k& RHTEA AM-T15 135k D FFH
OFEFNHBELTIENHER RS bFARHL, T4
BHEEOZZ LY, 77 ABHERICHLTLEN
EHEETRTCLE/RETEY,

EEBYPIEOERIIE L L, Bz 7 ARMERRY
IEDHEMT oW TRERFERE VY L OBENFE LN
X5 ->TETEY, TOHFELLT, zhbDy
7 HRRERREE It LS i B M 2 R T AR\ T
BEShTETN3,

SEbhbhi3FL LTIBETFE R 254 % L L,
AM-715 {25\ T in vitro S 13 L O BRERDE #
FT5LEbiz, BFOEMICONWTAM-TIS OEEEH
RICRETEBORF LT 2D THET 5,

MRE L UHER

1) ZLiEHRE

BRRDBEOEB Iz OV T, BRLEHRESERERIC
BV, ERERFREICEL D MICRRELYE, ARE
FER A2 108 cells/ml (= H®E L7,

2) BEEYHROBN

(1) xHk

BRFNS44E10 5258 » HIEFSSEE T H14R £ T Y
AMcBBENAYEABRRNZZONES LUARS
FSSHI (BF30H), KF250, FfpT~T68) kARE
FlrLTRALE,

2) #;&5HH*

T#D&R 1 flic>nT | 55 300mg o 358
BeERfTorizmi, | HEERE 600 ~800mg &L,
3I~4 HENREE L L,
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Table 1 Susceptibility of clinical isolates to AM-715

Organisms MIC |<0.2 (039 {0.78 [1.56 |3.13 | 625 [125 | 25 | 50 |=100|Total
S. aureus 5 7 3 3 1 1 4
S. epidermidis 8 10
Gram (+) | S. pyogenes 1| 2|1 2 1 7
S. pneumoniae 1 1
Lactobacillus sp. 1 1
N. meningitidis 1 1
Br. catarrhalis 1 1 2
H. influenzae 1
E. coli 1 2 5 9
Gram (=) | P. mirabilis 1 1
P. vulgaris 1 1
K. pneumoniae 2 2
P. aeruginosa 1 1 4 1 1 8
A. calcoaceticus 1 1
C. albicans 1 1
Peptostreptococcus 2 2
B. fragilis 1 2 3
Total 6 8 1 | 21 7 8 6 1 5 75

() PDRAEEE YL ERBEL L,

BEBROHEIIES, B, OX0F%, EH0 4B
B X DT oS, B bRMEFII D E b2 - T {LiRtES
FRICOVWTRASEOES THRE RN T BLUATH
ofefed, —REE-BEA%SE 3 HORE» LUTRET
Efc X v HELX,

1% . B 5% 3 AURIEEROMEL, REEOK
ERMELB I UEEZOMOH - hEFTROH
kEHIEDOD,

AL 3 BRI EROENZ b TICZ 0o
B - EEROHELED b0,

RRXHY SEUNREROBRVEMAHSCNTH -

b0,

8% FROBEROBERBD LAV, ERD
WEZAZLO,

EOBOKEBIZONT HILIREPER I THER

fiolk,

3 BESEWEORN

RMEFIH 225 volunteer L LT HDBLRE 34
ROV THM RIS L UK RSB HREO—IC >V TR
MLA,

) NBT test: PARK? & 0FEic X ) HIROKR AR
WEERN L2, NBT EREESY ORMIESS

b) BERET R b I QUE HY DFEICHEU THMER
BEw RN L, ZoOBEMRE LT3 ADRERAD
FREME Y A i3 d, BREICIX S. aureus 209P B
ALK,

c) AmikEERE : HkH» ® BoyDEN ZE#H: chamber
2k AlmEREEREEZRIE L 2,

d) FHEA : C oRmEEAEICKXTC Bak
DRITE & TR D 5o HL AR M-Partigen-C3c (AE&R~% 2
FKKH) ik W iTo7, RBARBITELS, FFTOE
#HiME Human-C3c/ C3c humain (Behringwerke AG
) AW TREROER 21T - 2,

c) GEsresY L IgG,IgA, IgM ® 3 7 5 »riz»o
T Tri-Partigen-I1gG, -IgA,-IgM (W ¥Fh BEAANF 2

FKK#) iz & 3 —TesefEitikic L Y RE LI, 0%
&b TR OEREH M Ig-Standard (Behringwerke
AGH) iz X 5 RERIERE 1T - 7,

g R

1) in vitro HEEM

FEEIR /Y BERR D AKX+ B B % Table 1 iz
A L7z S. aureus 24 ¥ Tix MIC 6.25 pg/ml L = 100
pg/ml {2 1 RO 4540 Lic 1323% T 3.13 pg/ml LL



732

CHEMOTHERAPY

DEC. 1881

Table 2 Clinical response of AM—715 to acute otitis media

Side effect

Anorexia
Nausea

Dizziness

Clinical
response

(mg)

2400 |Excellent

2100 | Excellent
4200 |Excellent
5400 | Poor

3600 |Good

3200 | Excellent
4000 | Poor

4800 |Good
4800 |Good

4800 | Excellent

5600 |Good

Treatment

Duration | Total

(days)

4
7
7
9
6
4
5
6
6
6
7

Dose
(mgX times)
per_day
200x 3

100x3

200x 3

200x3

200x 3

200x4

200x4

200x 4

200x4

200x 4

200x4

MIC (ug/ml)

Inoculum size
(108 cells/ml)

0.78
<0.2

1.5
1.5

1.56
1.56
1.56

>

100
1.56
0.78

<0.2

0.78

Organisms

S. aureus
E. coli

S. epidermidis

E. coli

S. epidermidis

S. pyogenes (Group A)

S. aureus

S. aureus

S. epidermidis

S. aureus
S. aureus

S. pyogenes (Group A)

Diagnosis

Acute otitis media

M | Acute otitis media

F

M | Acute otitis media

17 | M | Acute otitis media

No.|Name|Age |Sex

1]0.T.| 21
2 [M.N.

3|T.S.| 59 | M | Acute otitis media

4|Y.S.| 54 | M | Acute otitis media
5|1.0.|15 | M | Acute otitis media

6|T,S.|21

7|H.H.| 30 | M | Acute otitis media
8|A.K.| 43 [ M | Acute otitis media

9 [M. S.

10(T.M.| 16 | M | Acute otitis media
11 |H N| 20 | M | Acute otitis media

FiesfL, S0 —2ix 0.78 gg/ml THot, 8.
epidermidis i 108k 2 #kS 6.25 pg/ml, 8 BkAS 1.56 ug/
mlicfi L7, E7c, S. pyogenes T #kix 0.78 pg/mi~
25 pg/ml 253 L7e,

75 LA TIX, E. coli 9 BRIV BEHERL,
S 0.2 ug/mi~1.56 ug/ml |{Z53Fi L=, P. aeruginosa 8
ARkt 3 B2 E. coli DENIZ KT KL,
1.56 pg/ml~ 2 100 pug/ml T 53 # L, 5 b 4 ¥t 6.25
pg/ml iz L1,

2) HERAMHR

R RER MBIz LTREDSH, AHIH,
|2 LV O HER A BT (Table 2), 7 @t
P ERIIGITIIET 64, HHIIH, CHFH6H,
EMTH, WEKER 1A THok (Tabled), 2z¢%
B I UCEDR L IERDEOAL ) THo72bDLLT
BOREAE TS L, AtHLBERER 81.8%, #itk
RS ERST.6%L Y, SEORMNHLIIEEEYLY
LAMFEICH L THBRDROFHWZ LB LI, &
BREER | FlizEBHFPIZED,

KICRHERBHOADHXHBLTA S &, SHE,
BHEEOVWTRIZBWT L, 8. aureus BRHFICENE
DA & 72 B3, S. pyogenes (group A) ISXTF S.
epidermidis 1zt LT i3 BRAIEEIZ VT RP45
BlAAE® & h iz (Table 2, 3),

¥ AN EEBLER X CRIABBEREIHLTO
BRI ETNFR TIAY B LT50.0% CThokh,
OFEE Y S. aureus DS T HEPBCEVTEHEVED
A A 6 (Table 4),

3) EiHFMA

ABTRIRAH, BL3M, HEWI1H, EEOLTH
B PRED bhdt, BEKREFRRL LMK A
Bzt 2 HBRBHohT, WFERLEKED LIRE
Ehibic X v EIREE B, :

4) BERFMEEORNE

Volunteer ¥ LTifhnBohi3 %, bbbt
(LR E % 2 4, SHELIBETER | AlcOWTAM-
715 & 7 AEE Ic BT A EEHBEOEHFIC VT
BMLE,

*BE 3 £DAM-TIS HEAEORHEOKE, &
ROLEEE X CEERREFR % Table 5,6 17T, 58
JER RAOE O RATBSBIE I R & LR 3 4
ZonTHIEL, gL,

A, FERERMBLEIRE

a) NBT test : 3} % 3 fith 2 iz SaE BR
BRHe T B AR (>12%) &RLAH, S. pyogenes B
o 14z NBT (59 4ol e mL A, Zhid
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Table 5 Laboratory findings (1)
Organisms
No. |Name | Age | Sex | Diagnosis Isolates Number of cells{MIC (ug/ml)
B.* A.* B. A.
. S. aureus 0 [4.1x10°| 0 0.78
1 |K.Dif36 (M |coM** |5 00 0 |2:2x10"| 0 0.39
S. pyogenes s
2 (M. S.|38(F {COM (group A) 0 |2.2x10°| O 1.56
S. pyogenes
3 |H.N.,| 20 | M | AOM*** (group A) 0 (0.7x10%] 0 0.78
*B.=before, A.=after; **COM=chronic otitis media ***AOM-=acute otitis media
Table 6 Laboratory findings (2)
RBC Hb Al-P BUN
vl ame | acelsex [Diagnosid 122/mm®)] _@/d WBC | «GOT | sGPT | (kK unit)| (mg/dD)
. ¢ [Sex | Diagnosi
o) Name | A8 BB A |B]a|B|A |Bla|B|A|B|Aa|B]|a
1(K.D, [36 | M| COM 492 | 515 |16.2(/16.615700(6200 | 12| 14 7 9 6.316.6 | — -
2|M.S. (38| F|COM 390 | 397 |12.2{12.4(5100/7300 | 11| 10 4 5 6.0(58 |13.9]14.2
3(H. N, |20 | M| AOM 456|420 [11.6(11.0(9600{6000 | 8| 10 6 7 71|72 (143|132

S. pyogenes BYET LiIX LA 5N 5 false negative
kEabntBbhs,

HEREAIFIIN TR 12%UT ORMETH - 1,

b) AMERREE | 60X IEREOKER O Mo xtT 54
REREZENIERTRDLI,

FAZ SRR BE N DM Z LIS 2 VA,
SEORMPBIXBER, FBEEL I H DR EEE
TikBEbDohirh o7,
©) HMmIR#EES : poresize 3pum DI Y RF T4
SRV TRH LR EEERSRA LA » o 1,
d) HEREAM-715 83K 7 A% OREED b i ik
EAROHFEETRED bR b oz,

L EDKER # Table 7 12553,

B. SeRADiHEE
BERTRBENEEICHBELTRE v Y V&)
FRALOEELZR LY, REXIBERICENTIES
WK 7Y 23 2 5 2DETFEASR bR, =0
T LRBHEIC X 5 RHE ORI X » HRAOBEIED
BRETRLTVW B LD L EX RS (Table 8),

£ K

AMAEHROBRESICBELTERL T2 Lz 52D
BEEFES THE L, QFEMOENT L, ORI,
it 2T HeniciTbN G Z b, OWMEEMEST AT
WEZLBETHDS,

HiDRRA AL quinolinecarboxylic acid %

RAM-T15 B EHANBEOTH Y, SkBEICHLT
LREVEBETHHILLARD I 2L LTSNS,
EBREERROREKY) > LEFBETH ) K2E0H
WEHTHB Lvvbh, 7o RBPEREEREA X
HRRED L LML, £EANTORBERFIZCL
KAV REEOE EHME B L 5D,

ETHTRIEIBYEDER’EL L, RE—MKIK
RAENTW I HMAEYRICBZMEERERVEB#KLEL
BHENZ LS5k TETWS,

AM-715 3 2 DBRBRIEICX B L S. aureus, E. coli,
P. aeruginosa s ¥ 7 5 LEBME, BRMEICEILEVITEN
ERT B,

2 ZTAM-T1S izonThhbh oM LE - fEAN
THEHB I UBEEHECRIFTHBIconWTERE
fFoTHl,

FRVBENEEEE R T EVWbh3EED S b4H
DRFEFISSFI A SR L X ERICE L TOHES
(Table 1) BLUHEEBRIZOVWTE<S L, REBH
FILEDTRIERHEENTDIT S. aureus Q4BERH)
TH Y, T MIC 43451 0.78 ug/ml iz — 2 % §o—
IBEDRE —2ER LI, LbiZE A Y DOEBEOMIC
233.13 pg/ml LLF C, 2H¥kD Z536.25 pg/ml 35 L U8 >100
pglml Th ofe, EIERKIIR L2455 214] (87.5%) ic
EP~FRH LN OIRRB B LA,

E. coli 9 #® MIC i 1.56 pg/ml 5k, 0.39 pg/ml 2
¥k, 0.78 pug/ml, <0.2 pg/ml, % | %k CTH Y, HEEKHE
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Table 7 Laboratory findings (3)
NBT (%) |G iy Capacity ;S Chemotaxis c3
No.|Name | Age | Sex|Diagnosis Bl A B A B A B A
1|/K.D.|3 |M| COM |22 ] 10 9.1 12.4 97.5 94.3 | 71.3|68.2
2|MS.|38|F | COM 9111 7.7 12.5 88.7 91.4 | 65.8{59.7
3/HN. |20 (M| AOM |15 8 4.8 6.8 108.6 | 110.5 | 92.4|93.2
4| KK, |48 (M| normal | 5 3 4.5 6.9 112.4 | 115.8 | 96.3]|92.7
5(J.K.|2 | M| normal | 7 5 3.8 4.7 126.2 | 118.5 | 102.0] 98.4
6(S.K.|42 | F | normal | 5 6 b.0 6.2 87.2 90.4 | 95.3| 9.2
Table 8 Laboratory findings (4)
1gG IgA IgM (mg/dl)
No.| Name | Age | Sex| Diagnosis
& oen B|A|B|A|B|A
1|[KD.[36|M COM 223711865| 428|376 | 374 | 225
2|MS.|38|F COM 1963]|1746{ 268|245 | 433 | 265
3|HN.({20|M AOM 1645{1558| 295|286 | 220 | 185
4| KK, |48 | M normal 1352(1478| 235(164 | 108| &5
51J.K.| 22| M| normal |1125/1210| 227|258 | 87| 94
6 |S.K.|42|F normal | 1257|1342| 168|175 | 245| 253

b E. coli Witk Hif 1 Bk 23R %b, S. pneumoniae L
ORABRHPIDEDTH o iz T RTEH IV LI
B ERERLE,

L LS/ P. aeruginosa 1z L Ti3 B H
B3 FhRLHR LB, EH2H L IRKTTFHLA
HRIBH LN 0T,

7?2 S. aureus %Xk E+ 5B L ORASBRHFIT
i, WFRLED~EP LW IRREATEY, Thid
MAIBACH 58 d vy 5 bacterial interference {2t b P.
aeruginosa Bl S hicleb b bEZONS,

KIZBEHECRETRETH X, BERBIT
BERAGBHEOVFRICSNT bIESRAL b ik
BHpsEicxt T s FEERA LEDh 3 boRBHLH
o,

FERTIEAZRHMMI»ERE (7TBH) ThiHE
MR E%OEBICONWTHRBHEA TN E b
»B N, FRAMEYRKIZERBEKBLUARIZ TR
BORBEVHALAD D THY, TAREEET->TYH
FEROUEFAMHBED bAEWER XX VR0
FICEETREEREDLOLDOTHDHILNHERT,

7 BE#E CoRBRLT L LA LR TR
{, BEHHECET > ELEOREL LT—h0¥HE
BELELOLBEDLNhS,

x ®

1) $28E AR(LEREZEARE, FRV VAV YAIL
AM-715, 1980

2) PARrK, B. H.; S. M. FIKING & E. M. SMITHWICK:
Infection and nitroblue-tetrazolium reduction by
neutrophils. Lancet 2: 532~534, 1968

3) BRRIES, HHEHE, FEBANBT 7z b, B
B L g 1 92~99, 1974

4) QuEE, P. G.; J. G. WHrTe, B. HoLmes & R. A
Goop: In vitro bactericidal capacity of human
polymorphonuclear leukocytes: Diminished activity
in chronic granulomatous disease of childhood.
J. Clin. Invest. 46: 668~679, 1967

5) WREH B | REY - 7 LAY —EERE, che
motaxis factor (Fk 7%, # %HH), 401~413, X
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CLINICAL STUDIES ON AM-715 IN THE FIELD OF OTORHINOLARYNGOLOGY
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KATSUHIRO SATO and IcHIRO FURUUCHI

Department of Otorhinolaryngology, Dokkyo University, School of Medicine
(Director: Prof. ICHIRO FURUUCHI)

A new chemotherapeutic agent, AM-715, was evaluated and the following results were obtained.

1) In vitro susceptibility of clinical isolates to AM-715:

MICs of AM-715 against various strains isolated from each site of infection were measured. Staphylococcus aureus,
which was most frequently isolated from the patients of the present study, was highly susceptible to AM-715, and the
MICs against 24 strains of S. aureus mostly distributed from <0.2 #g/ml to 3.13 pg/ml (peak: 0.78 pug/ml) except for
each one strain at 6.25 pg/ml and <100 pg/ml, respectively. Staphylococcus epidermidis seemed less susceptible to
AM-715 as compared with S. aureus, and the MICs against 10 strains of S. epidermidis distributed at 1.56 pg/ml (8
strains) and 6.25 pg/ml (2 strains). Streptococcus pyogenes (group A) showed a similar susceptibility to that of S.
epidermidis.

The susceptibility of Escherichia coli to AM-715 was excellent and 9 strains distributed from <0.2 pg/ml to 1.56
pg/ml, while that of Pseudomonas aeruginosa did not meet our expectation and 8 strains distributed widely having a
peak at 6.25 pug/ml.

2) Clinical efficacy:

AM-715 was orally given to 11 patients with acute otitis media, to 33 patients with chronic otitis media and to
11 patients with other infections diseases in the field of otorhinolaryngology. The daily dose level was mostly 600 mg
t.i.d. or 800 mg q.i.d., and the clinical efficacy was evaluated after 3 days administration.

Excellent or good efficacy was obtained in 9 (81.8%) of 11 patients with acute otitis media, in 19 (57.6%) of 33
patients with chronic otitis media, in 5 (71.4%) of 7 patients with acute pharyngeal infections and in 2 (50%) of 4
patients with acute parasinus infections, respectively.

3) Influence on host defense mechanisms:

Several approaches were carried out with respect to non-specific and specific host defense mechanisms in three
volunteers among the patients. Laboratory investigations on each volunteers shoed no untoward drug-related changes.

4) Side effects:

As side effects, 4 cases of anorexia, 3 cases of nausea and each one case of dizziness and hypoesthesia were found,
but all of these side effects were transient.



