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R BED T CHR&E X B 5 L\ macrolide bk
MmETHDH SF-837 #E (Mydecamycin, AT SF L Bg
32) i fb¥pyw Kitasamycin % 721 Josamycin & 5 LA
LicEXeHa L, TeREFCHEFERERL, £0
EEEMERIBELBLTWD L ERBY, SELUTO A
CoOXHHEMLIBEE 2 DT, CRET D,

A. RBRAEEER

L BE7 VPRI 25087

HERFORBIEERETHE 59 AV, (L¥FaE
seopmge vkt SF, Kitasamycin (LM) 35 X OY Marido-
mycin OHEIZFE Lo

FEHIT, 112 L L1z, Mydecamycin (SF) (¥ Mari-
domycin & { LAREZUSMIKRER . WTh &~
713 0.8~1.6 mcg/ml =3 % A%, 100 meg/ml G 1 X

(S

TRV BRSS9 Bk 17 B Dz , LM Tid & — 7 (% 0.8 mcg/
ml 2% 525, HHEE < bRTKZEMR L, 100 meg/ml ) E
OEHRBLRCTH %,

2. Jy FOABREE

a) f{k#&E 200g RFijED Wistar &5 » iz SF % 100
mglkg FHELT, 1, 2 BB HRmEIE XL 50 AR
YEBIT 4 ZED BSS pH 7.2 ¢ homogenize |, FH
B X EEECHE L, s, EUNERICX 5HMIE
3B ichlah D To, iz, SF #5 24~36 BERIRNIC
1.0 g/kg DOIELRFEZFHEL THIEWEE XS Z L
7y PP O ZFEFEFROBRFEE NI,

ERIL,R2I LD LI, 1,2 & BENEL,
ROTHRABVS, BTHEL, FomFEEL b
ebicv, ZOIRFIIMERFAET v b TLEMT,
VLY FFEREIMEL,

# 1 Susceptibility of Staphylococcus aureus to macrolides
(59 strains)
mcg/ml
0.1 0.2 0.4 08 1.6 3.2 6.3 12,5 25 50 100 >100
Mydecamycin 2 19 18 3 17
Maridomycin 2 17 19 17
Kitasamycin 1 3 25 11 2 17
3% 2 Tissue concentration of SF-837 in rat (100 mg/kg i.m.)
liver kidney lung spleen blood
mcg/ml or g
10 non-treated 1.4 13.6 10.6 4.8
CCl, treated <0.8 3.4 6.0 16.0 1.4
90 non-treated 1.68 3.4 16.8 8.4 1.8
CCl, treated 1.16 4.4 6.4 4.8 2.8
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# 3 Recovery rates of activity from liver emulsion of the rat
theoretical concentration
40 10 2.5 mcg/ml
. 40 9.2 1.8 mcg/ml
Erythromycin (100) (92) (70) 05
. 42 6 1.8
Oleandomycin (100) (60) (70)
2.6 0.6 <0.2
MIL-100 (6.5) 6) (<8)
3.0 0.8 <0,2
- 7 . . .
SF-83 (7.5) (8) (<8)
# 4 Liver concentration of OL and SF-837 following 50 mg/kg (Oral dose in the rat)
serum liver kidney
mcg/ml
oL buffer extraction 4.6 33.0
acetone extraction 4.8 40 30
SF-837 buffer extraction <0.1 <5.0 <2.0
acetone extraction <0.2 1.5 1.0

b) OFRESFRRECOWTHE Lz, 35
HL%F v FFXEBIC homogenize L, = hic BSS
pH 7.2 ¢ SF, Maridomycin, Erythromycin 35X %
Oleandomycin %, 40, 103 X O¢ 2.5 mcg/ml Z7c 5 X
SItimx, BARENC 5 FEHFRLIS O ROE BE DT
FIffi% B. subtilis PC1 219 &2 X B h v 7T HIEL
foo Eio, FREC IR L #- Emulsion & OL ¥ X ¢ SF
TixmiRE 100 meg/ml 225 4 f5F/ T 0.1 meg/ml ¥
TERBLOEmalcd D%, FFCH » 7ETHEL
BSS ARSI & B L 1o

X1 Standard curve of antibiotics dissolved with
buffer or liver emulsion

® OL buffer standard
mm A=m===a OL liver emulsion

Yoy, SF— 837 buffer

MR EIRIVCNIRC LD LI, EMis X *OL T
X, BMBEOEKRTE & LITEREL OMOENKEL
%23, 100~60% BEDEIREERT, LiL, Mari-
domycin ¥ X O SF TIERAE NEZVHE S L KL,
EURRIL 8% LLTF TH B, Fio, HEEMFEIL OL TiX
BSS CfFIL7=3 D LF Emulsion 12 X % $ DL D%
X< 72w, SF TIAFEORIC K E IeZERn A bR,

c) XBIZy b OL ¥ X v SF % 50mglkg %
O#S5-L, | BB I LEBTSHEIL T, 50%
7 & b vEREIML S D% homogenize L E/ O LE L
TEEL, BEDXSIC BSS B LELDE S » ik
THRIE Lz, BERINIAREE Emulsion 3 X0 50%
7 & b V¥R BSS & TERIL 7,

FERIT, E 4 LD T KRBT 5 X 512,50 %1 acetone
ZIRIMLICHE, RO RBEREELZIFIL> 2%

30 & om0 SF g3 liver emulsion ® 2525, OL TiX BSS MFEL 7 € b YARICHWT,
. 7t TR, L bIRES LRSI SR,
£ & SF TiXWFROMTET LBV IE X L Lic
= /o P Ll D§EFA b, Maridomycin, 8F 7 & ¢ (2 ff E-
Ba t / 7 7 mulsion pEEFBCiCk DIEMESES LETTS
5 x - 8- Tk, ke, FARELOLOLEARS T OL 7«

10 & i

05 1 5 10 50 100
mcg/ml

ETL BREVZEREBRD,

3. 5 v }T Emulsion i X 3 REREPAH

Wistar %7 v FFEZHIHL 3 f5&ED BSS % nx T
D1 RT3fEAED BSS IO KA
WE % I THRARE 50meg/ml & Lz 0%, 37T,

homogenize 1,
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#% 5 Clinical trial of mydecamycin

age, bacteriological finding dosis X
No. diagnosis effect
sex before LM, after | days
1 41 f| acute tonsillitis Staph. aur. H 1,200 mg | +
x4
2 24 f ” B-Streptococ. +H x17 ? CP 1.0x 3 days
combined
3 54 m ” G(—) cocci H x3 +
G(+) rods
4 46 m| acute bronchitis normal flora x7 +
E. coli +
5 29 f ” normal flora x7 +
Staph. epider.
Enterococci
6 49 m ’// Pneumococci H x 7 +
Staph. epider.
7 24 m‘ ” normal flora x7 +
8 26 m‘ ” Pneumococci H x 4 +
9 52 m ” normal flora H x 7 +
10 74 ” Staph. aur. +H x 6 +
11 35 m ” normal flora x7 +
12 43 f ” G (—) cocci x3 ?
G (—) rods -
13 50 m| acute pneumonia | normal flora x 10 +
C. albicans —
14 51 f ” Pneumococci + x8 +
Staph. epider. H
15 18 m ” Preumococci H (—) x 14 -
B-Streptococ. H
16 38 f ” Staph. aur. + S. aur. x4 -
17 31 f ” B-Streptococe. H x 10
18 48 f ” Pneumococcus H x 10
Staph. epider. +H
19 62 f| acute cystitis Staph. epider. - x 7 ? VSM 3.0/day
4 B eoii ) lox 108 ) combined
20 60 f ” Staph. epider. H (=) x7 +
7x 10
21 40 f| acute pyelitis Staph. epider. 108 + (=) x7 + ’
22 31 m| chronic pyelitis Staph. aur. - (+) x 7 -
Staph. epider. 7 x 10¢ +

LM sensitivity
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30/)f] incubate L, ethyl-acetate = T B IELZE L,
methanol \ZFEf# L T Silica-gel plate FZERBMNT
AA v + L, Benzene: acetone |l :1 0% TR B #,
Bacillus subtilis PCI 219 #4268 L= HIA 5eXHa
4212 LT bioautography # 3 Z 752f0,

ek, HoHUSMELRFEXHEL TR 2R
L7c7 v MO EFAROERE Teol, EbiT, Pk
PERMENC 50% (24) & acetone % fn%, FFOEE
REELFIEZ Do, ok FfkC A%
TR A T80,

R, H2reLdLic,

X 2 Non-treated liver cc/4 treated liver

SF—-837 M1 Ac Buff Ac Buf f

0 0 0

. . ®© o O o

TOEALIREIEAE 5 » T, acetone ANy
B RACHEDOTHDONB RS Hhicas, acetone
FHEMLUEWBERFEYEIRES bR, M, o—T
5 @ & D ROTRHEDRBH R MBL L1z, Z D pattern
IR LRFERTAE DA S o AETH Y, Pix
&b EWMNT IR ED 2T,

4. e bRE JORFORBOBES

T3 LOBBEEC VB U B LW EED T { K
SF % 1,000mg &Fo#K51, 1, 2, 4 BRECRMmL,
2, 4, 6 BE FTHERLT, Rixx o 10ml, mgix 2
ml % ethylacetate Tl LITEEEDDH methanol
CHBRLUTERIMC A Ay b % bicautography %3
Z ot

BRI, K3 LD L KTk 2 B B RES X
UM, EEx bR RBD I RE HD/NWAE
OREHHRD LA, 4, 6 BERIE M, X
Rf {HO/NZWFEAIL K DRSO spot 1ZWA L 72
M2 HIXPIHEEEDOH B spot & BB TE leh ol
28, Th b ORFER L OME I J1% Bacillus subtilis
PCI2I9HRiC X B 7 » 7 THIE Lico MAPEEIRTN

TRERALUT TH o, RHEEE 2, 4, 6 H
Biz <3.0, 10.0 3% X0¢ 5.0 meg/ml ToHDt-,

X 3 Human urine

SF—g837 M1 20 4° 6°

— x

5. ERIRGIT I B HBED R

22 GlD{AREREYSE wSF 25 LT, FOEBDREY
L bRt SEFIOPNRISFREFEYGE 18 ] (Riks 3
Bil, KEZHKIBI, iz 6 61), 3 X OURBIERIE 4 BT
HBo HWHEE UTIPRBERYIE TN ZRE, 58
EHE, 7 FoRECE Dy, flora O LR IR
WhDbdp b, i, BIRFIRRED b G- B OEHER
NIRRTV EEFINKIATH b, 1hivk 2 TERRDT
R THRYHE LI, REBHIETIIEL 7 F YR
EALFCHEIh, CoEMIEETHE, KEEIED
IR, BEBIZFEAELTIH 1.2g, 3 [E4)
MREL, 3~14 ARl Ex I ol

FRIX, F5ICLD L, R EYETIIA%) 186
Frl4f, 20, R 1FIEIRDkeh, 205 Bk
D6 GITIXER 4 BlCEML 2 FlH Dl L, D
5% 1 G RERROHE G ENTED L E L
b, Fic, b 1 GBS EEEML L AR Ly, X
RAROBEIZ LT, EE) L HEI N,

REBIIED 4 i, 3 FICHEOHLE HUBHEIERD
HERHR LRI, BEBERALD 1Tk LM gD
HETEARE S h, BEELEAIEIRN AT EY
THolc,

KR, ABYIEFIR OB L 2EAR L OReHETE
e ofc 1 Pl DL Zx, 22 ffld 16 FIrEHe BHb
hico MMz 2 6, BHR% G 3 flich ot

ok, RERERN6 Flicabhiehy, bkl
KT B0 LDl FEETIRLPERTN & RETH
bhighotz,

B. % & #¥IE
Mydecamycin (SF) (X 16 §¥ Macrolide 3i4:¥H
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CBL, TOWMEHANZ v AEE LTI T 25ERE
XU 5 AEMERETH B, Mycoplasma W= b HRh&
DZETHD, 7 FUERECKT 5 ABAHE T L Marido-
mycin 3% L O° LM & AK#i3FED LR, F7o, SF 100
meg/ml PO ERETX TR 2 itk td ot

Zh o macrolide 1%, AfAR TR HE 4 DR
M LTHET B E VB BN, A¥HEICH Mycarose
@ Dropiony 1 #0ixFhiz M, 7e5 R mbh
T Be ZOWEDHEMIFEWED 1/4 BECETT
HEd,

Macrolide FJiZ—HCHABENBERNR N E SR T3
A EE T v MCAELICES, i, I, B E 0B
EEVDS, TR s & ARETH Ol T, o
HTLEWHEEWELD DD, —EL7s\, Macrolide
EIFTEE LTRERIE (LS h 30T, ME(LRECIF
FEMZEMA R Z L7 v M TRBOMNA L2y, %
7y b EELPORETH O,

IHBLDOERELICHRHN T B, T, v T
Emulsion §iz 1} % 4fE Macrolide @ Hffi o2t &
5&, EM X0 OL Tt DOET 23 < 72v 28,
Maridomycin 3 X SF TIXWH U 5 LW HlOET
BDEDB BRI, DFOL 5L SF &5 » +ic 50mg/
kg OS5 L, BB ZMET 5 72 » acetone
MIE L& L, B OMBETHE LIS E & 2 HHEL
T % &, OL TiLlFH oML T acetone E DB H
LEBEDEEAXLDL, FTOBr DL ELD
haa, SF TiWTFhoAEEKT X o THEVERR
L7z Zhik SF OfFREZ DL 02 OL 1t HRTE
WE ERTRTEE X B F 1o, SF I & DB, FFOWR R
B2 RET 5L, IF Emulsion 12 X 2 #5825 2 {HH
LisWEBENED LS RELS DB EXHRL TV S,

DEELT y M X ZRBENNRBMERE B 200
LT A, acetone MUEATTIHITE A ERBIZHR LR,
F & LTREWEREGTH B, acetone JEMUHE T » FT
Emulsion ¢, $aenicf{#@imo 1 oTth s My B
UM ORHONRBPEIL L foo MEILRFIC X BIE
HIFTL ZORP D5~ vizEl{AkTHD, <7k
& B FEEMNTIIELR T2l  DHRIT X HIFREE
HCII BB RRCKRE LB BT IR EEX DR
Bo PENOT, FRHEGHFRENEV O, Tk T
BN RBIB T bR EEL DR D, &I
&, ot O RPREHIEL L TMTH S
2, BirdcixpofREmchsr M, 35052 L
THDo 2D X 5RO D23 in vitro o
EEDE L RIsH DX, FFHIIAC X % active transport
DFER T L TV D00, FIATABEMC in vivo TIH

HOBANRL B DI TH 505, WFhTLT
LT 20 EE L TR TH 5 A2 HE
THELERD B,

b, b b LSS, RTRREMEDEMT
M, w—507 208, B X OV Bic RE fHO/NZWAREH
ORAPHTD DTz, ZOBHIL 6 AIC L IRIE
NREVBELTERD, Bk ) R#o 2z —vicEs
DT EHFAIXESD, Maridomycin 22\ T b @D
TENEZBR, ¥, BEHIFENFORBOEHED
ELAENLLDOTHLOMRMTH DM, ThbDM
COWTIE, 45X HIicitk X OFRK T b OBET
WULETH B, FTEER Z &1L, 2B D macrolide 73
A shicBae, RRPaRFcfBHor cfF
T 50, ThHLOHENIUREYNE LB, i
B BELHHDT, ZhbIEKOPRCHI-D>TE,
EMBEYAWTE IR TELRRDOEL HETDE
FHTEDTIVLENLEMNSH D, X BV hks
THHILTHANTTOLhEFThI bR EE X
%o

BB R B AHET Bicd 22 FIOREFIC A%
w5 L, B 1661, #5536, A 36 OBEY X,
EEOMEE, FEREOK % FHTE 2 iERL
22, 6 BN LT L ERRANC 4 BICBRh & 58
dbh, ¥ler s ABHEERE URBBREIE T
LM RO | flaih & AR Thotcz & b, IR
e d HHEEOAN bIch b, SF ¥ A7 FuiR
HIZX LT, Josamycin, LM /g & & [A4£iC noninducer
LLTERTA L VbR BDT, LRI nbOHEMTS
BT X 2 RIEC T 2B T TN Z LA EE
hd,

c. % @

Ik, Mydecamycin OHETI, APIREH X OHK
RO RN, & CHFRBREDREY DX
tmo EREEBER T L bR Iin0t, T OWEL
DEMLD Macrolide F| & kg, AN TE L LTREMY
ELTHAET A, PUAD, RRERENE s & EEErITT
FTRH IO TIL, REED X > CFEHECOWTIRET O
HTENNTED, SHRESHRELTTHD L ERH
5o

X 3

1) % 18 MAAKLYEREREFESHEALALRREY v £
o  SF-837.1971
2) Ress, K.R. Nature 4778; 821, 1961
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LABORATORY AND CLINICAL INVESTIGATION ON
MYDECAMYCIN

KEemEr MasHIMO
Second Department of Internal Medicine, University of Hokkaido School of Medicine
(The Institute of Medical Science Hospital, Internal Medicine)
YasumicHr KaTto, Osamu YajimMa
Second Department of Internal Medicine, University of Hokkaido School of Medicine
Icuiro Nakavama
Clinic of Internal Medicine, Sapporo Railway Hospital
Masumi Tomizawa
Clinic of Internal Medicine, Sapporo Hokushin Hospital
HipeTosHr SHiBAKI and YOSHITAKA MATSUMOTO
Clinic of Internal Medicine, Kitami Red Cross Hospital

The laboratory investigation on a new macrolide antibiotic — mydecamycin was carried out as
follows:

1) The result of sensitivity test with 59 strains of Staphylococcus aureus using plate dilution method was
similar to those with kitasamycin and maridomycin.

2) In tissue distribution study of the rats and those with fatty liver pretreated by carbon tetrachloride,
similar results were obtained and high tissue level was shown in the lung but not in the liver.

3) Further investigation on tissue level in the liver was carried out, and the results seem to indicate
essentially lower liver level of the substance than oleandomycin.

4) Inin vitro investigation of metabolism using thin layer chromatography depropionated metabolite
of the original substance (M1) was found following incubation with liver homogenate of rat but not with
acetone pretreatment.

Similar results has been obtained from the liver of rat pretreated with carbon tetrachloride.

5) 1In analysis of human urine using thin layer chromatography, M1, original substance and other
unknown metabolites were detected following oral medication.

Clinical investigation study of 22 cases with infectious disease including 6 cases with pneumonia was
carried out.

Sixteen cases responded well to the treatment, 3 failed and 3 were unknown.  No serious side effect
has been observed.



