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SF-837 (3 7 A =4 v v) BT 2 HBER e b T ERIRRIBTZE

BRAE
ALBLIE (5 7B B SRR R

L # -

B & A SUR SRR T b e fE I, EREY
RETHHEY, RARELLOMBEORTE X LBENES
THHH, REMBHFHMLL HHEEHEORMER N A
L, AL TFLIRHERNT R TEEETH D L LME
LA e, Liehi > TR GEC X T 2L Bk Hl O
BIRESCRERE L L THELRBENDOLE L W,

LA LRBREC KT 2REEOKRIMS L, FMEER
MWETBER R TG Y FYRES—ED 7 5 Al5HER
HELILHBIRDIBER RISV, BRILFER
EHIOHRZ, WEHCHL CEARNENEEL, &
A BT, LarbEbacEx 2B EO
Frc it 7 FYREALLOHZ 7 G RER
HAMBEOMABCKOATELEWVLZ L d,

Wi E SF-837 1%, WHMEFRBMREN CILER
BRETOLELLHMI N HBED 1ETHD Strep-
tomyces mycarofaciens nov. sp. @ 2 3EFHK & H B Hh R BL
L7z, A CTHFKE N1z macrolide RiCET 5 H L
HWHETH D,

SF-837 o B LMk, HRTE®RM DD, AR
FRRREAROKELI DV RENETH D, A
BOBRME, A&/ -V, =82/~ TV, 7
mRrARNLA, RVEY, =FAL=—FACHE, Aill=
— TN, im~FH VB IOREORKCIBBLIACL,
FERC3IF»ARETHMOEBET RIS A LDLAT
XD TEERYHEEERT WS, ¥ 7 SF-837 ok
g, Fig.l @iRLict s ThDy, 20 H TR
i 813 ©, #FXit CHENO;s TRbI R T 5,

7 ¥, SF-837 o &tk M L, = v & LDsg 25 5,350 mg/
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kg (p.o.). >5,000 mg/kg (s.c.), 7 v + LDg 7% 12,000
mg/kg (p.o.), >5,000mg/kg (s.c.) TH b, @iEHE
2y 2T 30, 150, 300mg/kg/day # 3 » AHE R &S
TELVHEREIRZ LD DAY, %7 SF-837 500~
1,000mg/kg # fER~ Y AR LU F vy O GEE S
ThOLERTHEABEAIULL TR, BIFEEL
FEWTlehol,

iy E SF-837 13, B 1 Cap. duz 100 mg ¥
X or 200mg fHffied o Capsule Fpi#lfme L THE
EThTwad,

EHZ, FHEHE SF837 covwTRBREHNHNHE
B, mARE, BEEABMTREREOEBRHOKRARLD
CEH BRI UK BT 5 REBHRAERRPRECKL T
BMERICAY S IR oeER, REAKRBEEYRS S D 00
T, TOWMBEEYRET D,

L EReviRit

) RBREAEDT : EDRBROBEHEE, (ki
FEEOHR, HoHi L Coagulase Ffi% 7 Vv IRE
80 ¥ & R LD Ay HEL T Streptococcus hemolyticus 14 Ff,
Diplococcus pneumoniae 5 ¥4, Escherichia coli 47 ¥, Kleb-
siella pneumoniae 29 §f, Proteus mirabilis 20 ¥}, Aerobacter
aerogenes 4 ¥, Enterococcus 12 $f3¥s X % Pseudomonas ae-
ruginosa 60 ¥k o\ TH AR (L EY S MIC NER
SOBERIN LIt FRTARBEC X b B Neh
PRI (MIC) & L BT, ik b, BIE R B i,
3:WFo> Heart infusion agar (pH 7.2) % {#f L, SF-837
I U PRI E O Bt A R E % 100 meg/ml
HiEEEE L, TR 2 B R ik 2k, 0.19
meg/ml HFRERE L LI EANBEOFRRIN 2 FR
Lo I5thEEfEEIE, 2¢BFo Trypto-soy broth ¢ 24
RERIMEEEE R A B SR\, FORERK 108m]l 1 B 4FE
R MCERE KA R Tiew, 37°C, 24 Brfiineigs
WCHRE, FEt EEEOREOFEYWRMBAZCL
DHEL, ToEEHO MIC #RIEL .,

SF-837 D AR D b k41X, Leucomycin
(LM), Josamycin (JM), Spiramycin (SPM), Olean-
domycin (OM), Erythromycin (EM) 7 & > macrolide
FYiA ' & Lincomycin (LCM), Penicillin G (PC-G),
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Aminobenzyl penicillin (AB-PC), Streptomycin (SM),
Kanamycin (KM),
Tetracycline (TC), Oxytetracycline (OTC), Chloram-
phenicol (CP), Cephalexin (CEX) 35X " Cephalori-
dine (CER) /¢ & 10 oMb Ei=o\T MIC
#JEL, SF-837 L DIENOBEXHEBAREFT L7,
{LIR MR H 5 D H YRS B © Coagulase [Hik 7 F v iR
B 80 #kizxf3% SF-837 L fthed> macrolide % X OV
LHiEHE LCM Lo 3 E 1o gk, Table 1 1=
ALickBh, FROFERFECLIAWEE L o
B, SF-837 {3 =<0.19~2=100mcg/ml = 3> 7= H J& £
MIC 2354 L, & iz 1.56 meg/ml 1= MIC o peak
DAL D BRI, fhd macrolide & 5 s L OF LCM &

Aminodeoxykanamycin (AKM),

D& TIx, SF-837 (% =100 meg/ml o EEM A
Pied, LM X0 M Li3iEREBRRE IR EL T
o 7rds, SF-837 (X, #BHEEBRD Staph. aureus 209 P
JC-1 % 1.56 mcg/ml THE#EILL 2=, F /- SF-837
%, Table 2 |Z/RLicE k0, BB IAWE & DOILEE
Tk 7 FoRER LTt CER X h4552, fofit
FlEXHERE, LR LEb B HENERLI,
EM itk 7 F o BRE & SF-837 BiZikbk & OHBAE, £
Eiit4 7" ¥ o BEREF R ORI L fe AN i tkRR FiE %
1.56 meg/ml & X2 7cf, Table3 RLici kD,
EM [tk 47 #k0 5 %, EM fiftk© SF-837 REZEHT
B HE D 20 B LBy, SF-837 fitik (27 #)
THBEHETTRTMHEERL

Table 1 Comparison of antibacterial activity of SF-837 with that of other macrolides against 80
coagulase-positive staphylococcal strains
(Agar plate dilution method)
Minimal inhibitory concentration (mcg/ml)
Drugs
=100 ] 50 | 25 | 125 | 6.25 | 3.13 | 156 | 0.78 | 0.39 | =0.19
SF-837 15 ‘ 3 ’ 2 1 20 25 6 | 2 6
LM 31 1 1 13 29 4
M 13 6 8 2 17 19 8 2 5
SPM 36 2 3 8 22 9
oM 29 5 8 2 2 4 8 13 4 5
EM 45 2 1 1 1 6 3 21
LCM 30 1 1 ‘ 2 | 4 3 17 15 3 4

* Staphylococcus aureus 209 P, JC-1 : 1.56 mcg/ml (SF-837)

Table 2 Comparison of antibacterial activity of SF-837 with that of other antibiotics against 80

coagulase-positive staphylococcal strains

(Agar plate dilution method)

Minimal inhibitory concentration (mcg/ml)
Drugs
=100 50 25 12.5 6.25 3.13 1,56 0.78 0.39 | =0.19

SF-837 15 3 2 1 20 25 6 2 6
PC-G 14 10 9 2 10 8 5 5 6 11
AB-PC 5 7 12 7 8 12 8 5 7
SM 41 2 1 3 17 7 5 1 3
KM 24 2 1 11 13 20 4 2 3
ADK 14 1 1 1 1 17 21 8 7 9
TC 46 1 5 3 3 6 4 9 3
OoTC 48 1 1 9 6 6 5 4
Ccp 25 9 8 27 8 3

CEX 5 11 25 17 12 4 3
CER 4 1 2 1 8 2 5 9 8 40
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Table 3 Sensitivity correlations between SF-837 and erythromycin against 80 coagulase-positive

staphylococcal strains

No. of SF-837 No. of No. of
strains EM (mcg/ml) strains EM SF-837 strains EM SF-837
1 100 1,56 26 >100 >100 48 >100 3.13
3 100 3.13 27 >100 <0.19 50 >100 >100
4 >100 >100 28 >100 <0.19 54 >100 >100
5 >100 3.13 30 >100 3.13 56 50 1.56
6 >100 >100 33 >100 1.56 57 12,5 3.13
7 >100 3.13 35 50 <0.19 59 >100 1,56
9 >100 3.13 36 >100 <0.19 61 >100 >100
11 >100 1,56 37 >100 1,56 64 >100 50
12 >100 >100 39 >100 50 65 >100 >100
14 >100 50 40 >100 1,56 68 3.13 1. 56
18 >100 3.13 41 >100 1,56 69 100 1,56
20 100 >100 42 >100 1,56 70 >100 1.56
22 >100 >100 43 >100 1.56 73 >100 1. 56
23 >100 >100 44 >100 1. 56 74 >100 3.13
24 >100 1,56 46 >100 >100 78 >100 12.5
25 >100 3.13 47 >100 3.13
Table 4 Antibacterial activity of SF-837 to clinical isolates
Organisms No. of | >100 | 50 | 25 |12.5|6.25|3.13 | 1.56 | 0.78 | 0,39 | (mo8/m)
Streptococcus
hemolyticus 14 1 3 10
Diplococcus
pneumoniae 5 2 2 1
Escherichia coli 47 47
Klebsiella pneumoniae 29 29
Proteus mirabilis 20 20
Aerobacter aerogenes 4 4 °
Enterococcus 12 10 1 1
Pseudomonas
aeruginosa 60 60 ’

SF-837 o R&Z¢:4EBEX, Fig. 2, 3, 4, 5, 6, 7 iR
Lizekbh, 7 FuEE 80 thiwowwt PCG, LM,
JM, EM, LCM X8 CP 7o & L1344 T A1

MR LI,

SF-837 OfMRESBEE DY )1k, Table 4 12 /R
L7zt I, Streptococcus hemolyticus 14 ¥k 13 <0.19~
1.56 mcg/ml, Diplococcus pneumoniae 3. <0.39~1.56 mcg/
ml & TR FNEN MIC % 7R U 7235, Enterococcus 12 £
(¥ 1.56, 3,13 mcg/ml =4 1 #, fhiX =100 mcg/ml ¢

Hotco E. coli 47 ¥k, Klebsiella pneumoniae 29 ¥§, Pro-
teus mirabilis 20 Ff, Aerobacter aerogenes 4 ¥f¥s X O° Pseu-
domonas aeruginosa 60 #7x & DML ZhZh 100 meg)
ml TREMLIE S high2T,

2) MuhPRRE < SF-837 o M yREEDRIE JF ik, f
RERA (FF, BHREER) X0 b OBERIEKLE,
& HEIRRER FREIC OV TN TR ERECET
LTL B, AT H L, ZefErc SF-837 400mg
& 1,000mg ofER#HSEE kv, 30 4y, 18R,
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Fig.2 Cross resistance of Staphylococcus aureus 80

strains SF-837-Penicillin G

ng/mL
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Fig.3 Cross resistance of Staphylococcus aureus 80
strains SF-837-Leucomycin
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2B, 4 SR, 6 RFRES X OV 8 BRI O & iR Y
BIRD DI L, FDHBEMEIC DT Streptococcus he-
molyticus S-8 HABEREL THERE - I LREREC X
D EMEEE L oo

SF-837 OREFERADMAPEEL, ABOERIFEIC
Lo JIE L -G 58, SF-837 400 mg MO 5 0H4
T EDOR L EREDOREL RAJEETH D1z, Table 5,
Fig. 8 \wRL7=& 35D, SF-837 1,000 mg & 15 0
&, 3BIEHT 30 ik 0.27 meg/ml & K\ HIE(E

*RL, 1R 1.63 meg/ml & ERNRLZGHREE
CELT, LA LEn#E 2%t 1.1 meg/ml &
W Liaw, 4 Bpi#icis 0.67 meg/ml & sis b 54
Too AEIEOH S 6 BRIBICITIZ & A & IMEFEEETR
BMEE LD, SHEHIE I IE ¥ O PIEFRIETHD
oo

¥ 7B MR AR O R, SF-837 1,000 mg 7
A #5-T 3 BIEGfELS Table 6, Fig. 9 IwiR L 72 & &
D, 30 5% Tik 0.3 meg/ml Lich, 1BRIH%IIZ 1.73

Fig.4 Cross resistance of Staphylococcus aureus 80
strains SF-837-Josamycin
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Fig.5 Cross resistance of Staphylococcus aureus 80
strains SF-837-Erythromycin
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Fig.6 Cross resistances of Staphylococcus aureus 80
strains SF-837-Lincomycin

Fig.7 Cross resistance of Staphylococcus aureus 80

strains SF-837-Chloramphenicol
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Table 5 Serum level of SF-837 in normal adults (1,000 mg, p.o.)
Body Serum level (mcg/ml)
No. Case Age Sex weight
(kg) 1he. | The | 2hes. | 4hes | 6hes | 8 b
1 R.H. 35 F. 52 0.3 1.2 0.9 0.5 trace —
2 M.I. 32 M. 64 0.3 1.2 0.9 0.5 trace —
3 AY. 32 M 62 0.2 2.5 1.5 1.0 trace —
Average 0,27 1.63 1.1 0. 67 trace —
mcg/ml & EH L peak \ZEL A= FDEL 2 BREIHIC Fig.8 Plasma level of SF-837 in normal adults

0.8 meg/ml & A Lk, 4 Brfl#ici 0.47 meg/ml &
MhL, Bofks 6 HEEACIXZE A CEWRE L It
Too 7ok, BR#EE 8 RIKICIZE O BIETEETH
7,

A L BEIRIRL & omPEEDLENT, Fig.
10 iR L=k 3 b, SF-837 1,000 mg ER&HET, T
HIFRED peak HEOHE | BEHFCADR, O
HHPHERIMTIEREAAZRL, BEALFEEIARL
0% >F (WG INeb i

3) MBMBATIRE - SF-837 DMAMBABITE E O
FEFHE13, SF-837 400 mg 35 X OF 1,000 mg D m#y LA
BTV, MAPRED peak Frx T 1 BB FilTHE
R L7ze P OERMR S0 LEERkEARY 1g
T LRI, ThE s Buffer (pH7.0) T5EHR
I o\ 24 BREDKERFRE, T omi EE L PR
ERUEDOBECEL, MiboBE < JI| EREBECTH
TPV MR JE L oo

mcg /n

25|

Serum level

0.5 |

(1,000 mg, p.o.)--- average of 3 cases.

1.63

N

}

1 1
172 1 2 4 6 8
Time after administration hrs



VOL. 21 NO. 4 CHEMOTHERAPY 875
Table 6 Serum level of SF-837 in chronic sinusitis patients (1,000 mg, p.o.)
Body Serum level (mcg/ml)
No. Case Age | Sex weight
(kg) 1/2 hr. ‘ 1 hr. ‘ 2 hrs. 4 hrs. 6 hrs. 8 hrs.
1 T.S. 27 F. 56 0.4 1.5 0.9 0.7 trace —
MW. 26 M. 58 0.5 1.2 0.5 0.3 trace —
3 H.I 34 M 62 trace 2.5 1.0 0.4 trace —
Average ‘ 0.3 1.73 0.8 ' 0,47 ‘ trace —_
Fig.9 Plasma level of SF-837 in chronic sinusitis Fig.10 Comparison of plasma level in normal

patients (1,000 mg, p.o.).-- average of 3 cases. adults with that in chronic sinusitis patients

(1,000 mg, p.o.)---

mceg ml
25 | mcg ml
25+ s normal adults
chronic sinusitis
20 |- 20 L
T1is 1.73 _ 1.73
. - Q
3 315} 163
\}
l:-:E- 1 0 S— \\\
&1 310+ ™~
\\
\ \\\
05 | f 047 0s | .
\\
4 NS
1 1 1 L \\
/2 1 2 4 6 8 —— y '
Time after administration hrs 1z 2Time at’ter4 aimm'stra(t;im hrs8
Table 7 Comparison of concentration of SF-837 in serum with that in tissues
(1 hour after a single oral dose of SF-837 1,000 mg)
Body .
No. Case Age Sex weight Tissues removed Serum lelv el Tissue level
(kg) (mcg/ml) (mcg/g)
palatine
1 AY. 32 M. 62 “tonsilla 2.2 0.4
2 H.I. 34 M. 34 ” 1.7 0.2
3 M.I 36 M. 68 ” 1.9 0.2
Average 1.9 0.3
maxillary
4 N.M. 32 M. 54 sinusitis 2.3 trace
5 M.W. 26 M. 45 ” 1.6 trace
6 T.S. 27 F. 56 » 1.2 —
Average 1.7

SF-837 400 mg £Z #5041, M ERERE
ERER, ok nERYkE ESHRMBEARACIIBT
2L bl hyotz, SF-837 1,000 mg 0 #5085
1%, Table 7 WRLck b, & b OBERYS HlOF

HiE 0.3 meg/g DHBABTERER 2 bh, £ O
Bkt s mpEEr 1.9meg/ml 2R/ L7, LasL,
SF-837 1,000 mg #% m#5-L 2= ESAIMMSEARR 3 B,
EHEED L IXES S HBABTINEL 2 /sv2



876

CHEMOTHERAPY

JUNE 1973

7o Tods, T OBEDMAEE D 3 FIFHEL 1.7 meg/ml

rhps SHEOREREY IS Z/n\V, TONEEEIZOW

TH27, T MIC #JIE L THESREBFTOBE L 7.
L. EEEEagiest Table 8 Diseases treated with SF-837
Sex
1) MRS : FEmE SF-837 & T AR Diagnosis Male | Female ) Tota)
s B REMERREIE, Feb b Table 8 10 acute purulent otitis 7 9 9
RLicEBY, S BEREL9F, B - B 16, media
SPE TR |Gl 2UEUARL ]G, SERRELFK  furuncle of the ear or 6 s |1
Y 14 Plis LU RAAEIRS | 4, #8537 B (5B 22 e
. _ acute parotitis 1 1
O, % 15 §l) % SF-837 Ok 05 & BERIRABGR acute maxillary sinusitis 1 1
DHFL Lo acute lacunar tonsillitis 7 7 14
2) #5751k« SF-837 OfER 5L, BADS &, peritonsillar abscess 1 1
SF-837 # 1 A 1,000~1,600mg, 3~4 BRI 1,
fots, SF-837 FLUACHEL T MURIOMIT  Fo i/l Total ERERE
Table 9 Therapeutic results of SF-837 (1)
Administration
) method Disappea- .
No. Case [sge| Sex| Diagnoss| Dol | MIO mance of Dy | Side |
dose Term | Total mptoms
o |day) | (®
L{ TA | 26 | M.fulenta oti-| b as | 156 | 1o | 6 | 72| 4 8 | - |
tis media
2| K.T.| 24 | M. ” Staph. aureus 1, 56 1.2 4 4.8 3 5 — 4
3| M.S.| 26 | M. ” ” 3.13 1.2 7 8.4 4 7 — H
4| Y.S. 6 | F. ” ” 1. 56 0.8 5 4.0 3 5 - H
5| AT. |43 | M. ” no growth 1.2 4 4.8 3 6 - H
6| HK.| 12| M| & ” 0.8 5 | 4.0 3 6 - i
7| KT.| 9|M. » Strept. hemoly. | 0.39 | 0.8 9 | 7.2 5 12 - +
8| S.A. |43 | F. ” ” 0.39 1.2 8 9.6 6 11 - +
9| MS.| 9| M. ” ” 0.19 0.8 5 4.0 3 6 - +H
10| EL | 34 | F. (fruncle | giuph aues | 039 | 12| 4 | 4.8 3 5| - | o#
11 | RK.| 6| F. ” ” 1. 56 0.8 5 4.0 4 7 - +H
12| AS. | 8| M. ” ” 1. 56 0.8 12 9.6 ? ? - —
13 | K.S. | 14 | F. ” ” 1.56 1.0 5 5.0 3 5 - H
14 |M.Y.| 11 | F. ” ” 3.13 0.8 5 4.0 4 6 - +
15| SM. | 23 | M. ” ” 1.2 5 6.0 3 5 - H
16 | K.K.| 10 | M. ” ” 6.25 0.8 5 4.0 3 5 - H
17 | K.Y.| 13 | M. ” Staph. aureus >100 0.8 5 4.0 3 6 - +H
18 | T.N.| 15 | M. ” no growth 1.2 6 7.2 4 7 — +
19| YK.| 17 | F. ” ” 1.2 5 6.0 3 7 - +H
20 | M.K.| 11 | M. furuncle p 1.5 | 0.8 5 | 4.0 3 6 | — | #
21 | JK. | 32 | F. A€ PA7 no growth 1.2 6 | 7.2 4 7 - 4t
22 | T.F. | 22 | M. AU M3 gp qureus | 50 1.6 | 16 |256 ? ? - | -
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Table 10 Therapeutic results of SF-837 (2)
Administration l
method Disappea-
. . Bacterial MIC rance of |Days Side
No.| Case |Age| Sex| Diagnosis isolates (mcg/ml)| Daily T Total [main sym-|for cure| effect Effects
dose ( dc::n;x dose [ptoms
@ [ @
acute lac-
1| T |41 | M.funar ton SiePt- hemob. | g 39 | 19| 6 | 7.2 3 7 - H
sillitis eisseria

2 | E.A. |38 |F. ” ” 0.39 1.2 4 4.8 3 6 - H

3/YA. [25|F. ” ” 0.78 1.2 4 4.8 3 6 - H

4|YT. |28 | M. ” ” 3.13 1.2 6 7.2 3 7 - H

50AL |11 | M. v ” 0.8 3 2.4 2 4 — H

6 M.O.| 1l | M. ” ” 0.39 0.8 5 4.0 3 5 - H

7| K.S. |35 F. ” ” 0.39 1.2 4 4.8 3 5 - H

8| SM. |36 | M. ” ” 1. 56 1.2 6 7.2 3 7 - H

9| R.O.| 36 |F. ” ” 1.2 5 6.0 3 6 — H
10 | M.N.| 25 | M. ” ” 0.39 1.0 6 6.0 3 6 - H
11 | F.T. | 28 | M. ” Strept. hemoly. 0,19 1.2 4 4.8 3 6 — H
12 |K.H. | 32 | F. ” ” 0.39 1.2 4 4.8 4 6 - H
13| RK.| 33 |F. ” ” 1. 56 1.2 4 4.8 4 6 - H

Strept. hemoly. _

14 |M.K.| 36 | F. ” Staph. aureus 6.25 1.0 4 4.0 3 7 H

15 | MN. | 26 | M. Peritonsill-l gy pomopy | 039 | L2 | 6 | 7.2 3 6 - | %

% 7=, SF-837 BRI\ T BERRVEIER © FH %
BT oL L bic, SF-837 {EmikomEEMAE, T
BRIV -2 Y —2R XETHECOWTY
BEta ks 2 7eote, SF-837 s R A BlZT 5%
L, AR EFRMMBOFER O AITVOZ VR Iitbie
VINEY

3) VATHEOFIEKYEE : SF-837 Robic X B
BOIROHEHLET, Wbl 5 FEEANCER, B, ®
BRI L OERD, D 4 BT XHEL o Tibb,
SF-837 #5145 AN L RBEEL, BRYHR
RoOWEEREWEL, RO, FE, B BRbs0
TR EASH AR L b OB E (), FRIIRE
210 BUPCBHEE L o ER) (4), SF-837
#5T 10 BUEBRCBEEZE L0 R F R
(+), BEHBEEOLBREEENOR LD LR
mofcbowER (=), EHEL,

4) YRIFEUA : BB G- 4fhic Lcasy s SF-837 ofig
PRy A FRIRGER IR 31T 5 6 O RGBT
BeEHE R I S ol fE R, O RTRERAIL Table 9,
10 @R L& kD 7807y, T SF-837 % #:5.1
T BB OWTREBRT B,

1) 2MLIRMERES : AERE 9 flicxt LT SF-837

1 B 08~12g % 3~4 EIHNIRIB-FEE, Table 91z
ALick®sb, B, FRH, WERERt o
flele EOEREIFE 4 BCBRHL, BEEA, Rk
LETFH 7T A THEBER L. AEBOERH L
Staph, aureus 3 ¥k, Staph. aureus+ Diplo. pneumoniae 1 {7,
Strept. hemolyticus 3 ¥k HHEREL (EEEME2H), T
DO4EEE D MIC (3 <0.19~1.56 meg/ml THDic,

AHEBCT BRFFE, B2, BRI 5B
ORRHRD 2 BIOREFR % 2 7o

it)  F e SE - AHE 11 Bl LC SF-837 1 B 0.8~
12g % 3~4 EHMILHER, BEER, BHREL,
BRI 3 B, RATORK, ERMRC6 BAE
Lizo IBH DB O BERERE L, Staph. aureus 8 Bfh A
bR, FD MIC i 0.39~>100 meg/ml TH ot 1T &
AED 1.56 meg/ml T TREILIEI Rz, Lo
LEgE RIS 2 fldotcs

AIEOHFRIFL, Exh4 B, Bh6 filk L UEL) 1
BlOFERR 2 bhic,

iil) SWE TS : A 1 flicx LT SF-837 1R
12g # 3EISMI TR, R, BATHEE L E
24 BCERL, RPTOERE 7 B THEBHBRE LY,
WOLHERIEITEETH O,
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FIEDHRFRIRIBR ORER % 2 7o

iv) 2RISR : A4E 1 flickd LT SF-837 1R
1.6g % 4 AR R, ANEHE, BUE, RE
DHOYHR, BKERS, X ER LEIRRRR L &k
SF-837 #5- 16 BED 5> BT & A EHKE BT A
LRTERTH DI, Tods, SBRERIT Staph. aureus % %
LBz,

V) SMIREERDkZ : ABRE 146t L T SF-837
18 1.0~12g % 3~4 ESRIEAHER, W EME
HET R, T, RERTHEAC 3 B, RkDR5, FE,
ER/c X 6 AUPICIRIBREL oo RHMIRET 100
SSBESHEEL, Strept. hemolyticus 3 ¥k, Strept. hemolyticus+
Neisseria 10 (5], Strept. hemolyticus +Staph. aureus 1 D
RBERGAH LD, TOEEEO MIC 1% 20.19~6.25
mceg/ml OFFEN THDOFEBILIEATETH 21,

FEOHRERIRE, FED30, B2 1 flofER %
bhiz

vi) JREERRIEE  AEE 1 flek UTRIEY) BA BF

Fig.11 Audiogram of T. 1., 41 y. M.
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Fig.12 Audiogram of M. N., 26y. M.
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Fig.13 Influence of SF-837 on serum electrolyte

level
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Fig.14 Influence of SF-837 on liver function

(Z.T.T.) (T. T.'T)
Tr ke 35
6 - //‘>< S
5S¢ ] 25 | — |
4r 20 I —
2r ' 1.0 +
1r 05 |

before admini. after admini. before admini. after admini.

35 (G. 0. T.) 35 G.P. T.)
300 30 |

25 25 | ~.

20} wl ]
15} 15 | I -
10F 10 |

5L 5|

before admmi . after admini.
S.M 1.2g x 6days
—— K. H 129 x 4days
~——--T.F. 1.6¢ X 16 days

[g#%, SF-837 1 B 1.2g # 3EINRIAFERE, WHHA
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BRADIWERTH DI,

5) BIfEH : BFAEMERHIRO S2ERYURE 37 flic
%L SF-837 1 H.0.8~1.6g % 3~16 ARIEN&EE
IR IMVCERR 2B Licat, & CERRIEIE
FADRBULL LD LRI DI, Tsis, SF-837 5%
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Table 11 Efficacy of SF-837 by species of diseases
— efficacy
Excellent Good Fair Poor Total
diagnosis — (cases)
acute purulent otitis media 2 5 2 9
furuncle of the ear or nose 4 6 1 11
acute parotitis 1 1
acute maxillary sinusitis 1 1
acute lacunar tonsillitis 3 11 14
peritonsillar abscess 1 1
Total 9 24 2 2 37
R —
33 cases 899
Table 12 Efficacy of SF-837 by species of bacterial isolates
T — effect
e Excellent Good Fair Poor Total
bacterial isolate T (cases)
Staphylococcus aureus 6 4 2 12
Staphylococcus aureus 1 1
Streptococcus hemolyticus
Staphylococcus aureus 1 1
Diplococcus pneumoniae
Streptococcus hemolyticus 5 2 7
Streptococcus hemolyticus
Neisseria 3 7 10
no growth 6 6
Total 9 24 2 2 37

13) B X URFERE (Fig. 14) s\ TRIBEDE
Biim bhieh ol

Dk, HAMEREEC s 5 RAEN L ARG 5
B 37 it LT, SF-837 o n 5% 3 S in\WERRRD
REBRLICRR, £ OHRERIS bR ESEERIRHE
%hFL Table 11, 12 WiRLizd b, EH B, BL
24 f, RCHRLPIBIOER 2BIE e b, ER), H
O MET DL 33 B 89% DIFFMEIIDL I,
SF-837 #5084, & 5 A Staph. aureus, Strept. hemo-
Iyticus, Diplococcus pneumoniae 758" D 75 AREMERE n &
T OHE L BRI BRI S D e, Trds, SF-837 @
FEERh R LR BB © MIC & ORI, Table 131z
ALictsh, BOIOTR—FHADHZDAIH, HEN
AT LBRA R E D BRI,

IV. BEBLUICER

EEOERRYGEY, BClEC X ARYEE LTRETT
TRELAT VAV ARGHEORIELEEFhTRD, %
TBERLIcE 8D, WEEBCRT 5REHCT 5

RLBEHTERH TRV L L, EREBEADOHIEEET
ELWE T FORE, vV ERED DI IRE
ED 75 ABHREOHSENERCSL, LR
macrolide RHIAEWE X ZB N HEHRLIGFT S
BENELTL %,

FrivemE SF-837 13, BAAMEREREIC X b Fiiac
BIZR X WA EE D macrolide RFTAEWED 1 2T inz
b, TOEEHBRNOBREERET, X577 a5
HERRE R U CHRIRIS A SRR b EERL R D
R S hsd e,

SF-837 OFHBENME N, FERFRFRE TLIR
HRELOFR M & B Coagulase [BM: 7 1 v HRE
80 #RizxtL T, SF-837 (% =0.19~=100mcg/ml iz}
720 R MIC R4 LT iehs, %D peak (I 1.56
mcg/ml TR & DBl

SF-837 & fth D EE40 macrolide & 5 F|k X U8 LCM &
ORETIX, FFYERECH LT LM, JM E iz
IFA%ET, 2iEbTLLELWIRENOEZERIIZLEDE
Rishoteds, =100 meg/ml o FEMHERIL T 8 890
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Table 13 Interrelation between MIC and the clinical response of SF-837
xQO O O
Excellent X O
() O
@ % X X X xQ xQ % O
g Good X X xQ O
& () X
2 X
= X
g Fair x
= +
= (+)
O O
Poor
(=)
‘gqm\aw | 0.78 |L% | 513 | 625 | 125 | 25 5 | =100
N mcg/ml

Minimal inhibitory concentration (MIC)

Teiote Z LB E VW2 B,

703, EM fittE 7 F o IR (£EmHE 7 v BRI
MOFKEIZ L D) O 5 bicid, SF-837 MM A 7
DFFAEL, SF-837 Mifthikii3XT EM Zfiftha /Rl
oz LiX, 41 SF-837 2\t 7" F o BRE A & U CEK
IGHACHCbR 2SS, BEIhAREZENRBEVL
X 5, ¥, SF-837 L > macrolide FHiAME & DK
ZYERRBETIE, RRMDIDd%D DAL T H
NHZEDLR T,

fh DR EAYBED  Strept. hemolyticus ¥s X O° Diplococcus
pneumoniae 7¢ ¥ 137 ¥ o BB & [F146,<0.19~1.56 mcg/ml
O IEAERE TR ORBHIEAFIRETSH 2 1o 23, E.
coli, Proteus, Pseudomonas aeruginosa 12X D 1 ED 7' 5 A
Fa bR L Cik 100 meg/ml CE DR B I- AR
BTHorke U EDERBEND, AFIH T TLH
75 AEUREETEREE L TERTH Y, Lhbl
it 7 ¥ o Bt U CHEMRERDO LA Z X 5,

SF-837 mfirhif B L Tix, EEPIC X 5 bioassay
X o7, KD macrolide FPIAEMHE L Righ 1[E
400 mg BE O B 5B T & A L bioassay TILil
ERBETH DN, AF 1A 1,000 mg FEOHETIE, 1
Frid#gic 1.63 meg/ml & v — 7L, #5408 K%
i 0.67 meg/ml EHA LA TE D, 6 FHEE I IX
EHREREL 2 80T, BUREIBRAOEHELIRE
A EERCE B EYRL, FElOMP~OBTIZY
— 7L AL e, S EH, RpwedtIh T b,
macrolide RDFEL B 5 XED, DieHT L LRIX
MEIFEIIV LI,

SF-837 DB MAMARTIL, BRoMrREE A H 8

* (O Staphylococcus aureus (12 strains)
X Streptococcus hemolyticus (16 strains)

FEL, LavbEenicditIhTs D, &S
I, e & 23R <, SF-837 1,000 mg #£
oG | RS EE Lce F oERhci 0.3 meglg
(e 1.9 meg/ml) ©Hoteay, LIBEMBEARC
X EAEBARR LD BRI DT, AH| D bioassay
CLBRPESMHF e BET 20 L, &
FlE— A P s OB & & REE, B R IRERAMK
NOBTHMEVX S 1IBbh b,

HAEMER IR 313 B REAICRYE 37 BlicxiL
T SF-837 % 1 H 800~1,600 mg % 3~4 @RI,
RN RABE LI, E2h 9B, A% 24 fl,
BE 2Bl X OER 2 Bl & Ta b, HR), BB MES
& 334l 89% DEXHLHT BIFLEEAIRELRID
Z 1o & EAFDOE D EIIBYIEEN D Staph. au-
reus, Strept. hemolyticus, Diplo. pneumoniae 15X D 7' T i
PAERREE A 4 U - AR RRIYEC X L Tinie b A2
PWBFEDREFL LD DEEX B,

¥, SERRAIOFEESBEREO MIC s SF-837
DOHERFIR L 1L, EFTEARALRTE Y, AHO
FTRONBERSIREYBITHHEREBbR S,

AFOBIERABEL Tk, —MEBEEREIHRES
TR, KERG 37 Flo 5 bTike S ERInT
BIfER & E2 DR BEROFEBUTIA LD BRI DI,
¥7, SF-837 | H 1,200 mg % 4~16 ARIOFEOH S
Mgy, BEHRE, MEEMRER X OFFEE
ERFCITZE A EEREIZORT, i macrolide
RHEWE LR BECBBEERECTELV-EIER
DFERITVWLDOEEBLR A, ARlEAE, RUME
LExB It dBATY, &3 EAMBCHFRAYHE
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Téﬂ‘ggﬁ;@éo
V. #% &

FroiE i SF-837 wBIL T, BAPEMREEIRICH
THEPRER e COCERAIBRE ML R, 2&¥0 X5
Tefbima 2 Teo

1) AREBEAES : BROEED coagulase [FHE 7 1
v ERE 80 Rz L€, £0.19~2=100 meg/ml {23572 b
HAL, &< 1.56 meg/ml 1z MIC o peak 23% b,
2100 meg/ml DFEMAEKIIA R, RAFROEM T4
Fl & VR X ER TR U fzo  Strept. hemolyticus, Diplo.
pneumoniae 75 13 £0.19~1.56 meg/ml G 1F X 7223,
7" 7 2PREREIL 100 meg/ml TREFIELRTETH
7

2) ffnHrREE : SF-837 1,000 mg PIRE D M
W, EEERA 3 BISEISfEAS 30 4112 0.27 meg/ml & /¢
D, HR 1 EE#E 163 megml FBEMECEL, 4
Fefd#ic 0.67meg/ml LR Uiz, iz, 1&MEREISIRA
JOFE L RIS RIPERER 2R LIS,

3) MEATIT#RE « SF-837 1,000 mg Fn#h1

Frf it Lice b nEmPk AR 13 0.3 meg/g (i
HIEE 1.9meg/ml) 232 Hh, ESERSEARTIZIE
L 2 7eh2ot,

4)  EERREHREA : TREERMEENC 1T 5 AFEM e
RYE 37 Blie L CERIRDI R 2SR LR, EX9
Bl, Bxh 24 B, BN 2P ICER 261D,
Z%), BB mET AL 33 fl, 89% D& b TRIF
R S ED LT,

5) EIfFf : SF-837 1 @ 800~1,600 mg % 4~16 H
Mo s oioofess, & CBERMCEEFROR
Bixan Lo bhisholc, fnds, SF-837 SRtk ik
T, BEOBE, mMERAELD OISR R
EEME L DT,

ek, ABMOEE X, # 18 mMAREREXAHEA
kxikas (1971) TRELL,

2 £ X M

1) HRRE : Josamycin B3 2 BRI 72 b O E
ExfUTF 72, Chemotherapy 17 (4) : 721~731, 1969

2) FErvHECy s, [SF-837] % 18 @A AL
FREESRARETHR S, 1971

THE FUNDAMENTAL AND CLINICAL STUDIES ON
SF-837 (MYDECAMYCIN)

TAKEHIKO IwAsawA

Clinic of Otorhinolaryngology, Sapporo Telecomunication Hospital

Fundamental and clinical evaluations of the new macrolide family antibiotic SF-837 were performed
with the results which may lead to the following conclusions:

1) In vitro antibacterial activity:

The minimum inhibitory concentration of SF-837 was measured

by an agar plate dilution method. SF-837 inhibited the growth of 80 strains of coagulase positive

Staphylococcus aureus at =0.19~=100 mcg/ml.

SF-837 also demonstrated antibacterial effect against

Streptococcus hemolyticus and Diplococcus pneumoniae isolated from clinical specimens.

2) Concentration in blood:

The maximal level reached 1.63 mcg/ml on the average one hour

after administration of 1,000 mg in healthy adults, and the level was still 0.47 mcg/ml in four hour after

the administration.
3) Concentration in tissues:

SF-837 activity was demonstrable in concentration of 0.3 mcg/ml

in a human platine tonsilla specimen respectively at one hour after administration of 1,000 mg. Cor-
responding plasma levels of SF-837 were 1.9 mcg/ml respectively.

4) Clinical evaluation:

In the clinical tests of SF-837 in otorhinolaryngological infection, it was

found that the results were good to excellent response in as many as 33 of 37 cases (89 per cent) by admini-

stration.
5) Side effect:

The comparative examination of liver, electrocyte and audiogram before and after

administration showed no significant disturbances, and SF-837 showed no side effect at all in admini-T?

stration.



