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1) ZEMEERCKTS MIC JIEREK

BRI EEFEELTRT X 5 B PR REC X o
72D, 7 FUVRE TR RER PR Y, FEE T
1095 B i R FARES A R Lic,

a) AT FUIKE (404 (Table 1)

4085FR298k1% 0. 78~1. 56 mcg/ml 24> 7 L(#97295),

b #RiL 100 meg/m! TRZ WA AR OIE mac-
rolide {4 #|TH % josamycin, mydecamycin (Z¥E{L
LT,

b) ABEHEE (418 (Table 2)

41408k 0. 839~0. 78 meg/ml 14375 LCU~ o,
josamycin, mydecamycin Ti 41 £ =0. 1 mcg/ml
23898k, 30 Bk DT e BIC LB L TR E
DFNMERA AL s, UL LIfERIZER I hish2
o

2) MmAPBELD W RPHETRIERSE (Tables
@, @)

MHEDORWEZILEERE Cook HEXREEE LILBE,

Table 1 Sensitivity distribution of Staph.aureus
MIC (meg/ml) No. of
Drug ] .
0.05| 0.1 | 0.2 [0.39]0.78 | 1.56 | 3.12 | 6.25 | 12.5 : 25 | 50 | 100 ;>100| strain
Propionyl- l
maridomycin 25 6 5 40
Josamycin 20 5 2 5 40
Mydecamycin 18 6 3 9 40
CER 40 40
CEZ 40 i 40
Table 2 Sensitivity distribution of Strept. hemolyticus group A
MIC (meg/ml) No. of
Drug .
=0.1] 0.2 {0.39|0.78 [ 1.56 | 3.12 | 6.25 | 12.5 | 25 | 50 | 100 |>100| Strain

Propionyl-
maridomycin 34 6 i 4
Josamycin 39 2 41
Mydecamycin | 30 9 2 41
CER 41 41
CEZ 41 41
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Table 3 Blood level and excretion in urine of propionylmaridomycin
after oral administration in children (1)

Excretion in urine
Body D Blood level (mcg/ml) e
Age Sex weight ose\ 0~6 hrs.
(kg) (mg> 1 2 4 6 hr. mg %
9Y 3 26 600 1.7 0. 64 0. 32 0 7.5. 1.27
9Y ] 35 600 1. 25 0. 64 0. 64 0. 46 5.52 0.92
9Y2M 3 28 600 1.01 0.82 0.52 0.22 6. 32 1.05
Mean 600 1.32 0.7 0. 49 0.23 6. 46 1. 08
Blood level and excretion in urine of propionylmaridomycin
after oral administration in children (2)
Excretion in urine
Body Blood level (mcg/ml) .
Age Sex weight Dose 0~6hre.
(kg) (mg) 1 2 4 6 hr. mg %
9Y Q 34.5 1,000 0.78 1.25 0. 64 0 6.5 0. 65
12Y Q ; 43 1,000 2.3 0. 46 0.32 0 4. 67 0. 46
13Y 3 M 3 i 46 1,000 1.92 1.11 0. 56 0.12 5.26 0.526
Mean 1,000 1.91 0.94 0.51 0.04 5.47 i 0. 547
NEREDO—RTINBERBEC X2k, ¥ 1Rkt

DORELRABE 6 KB F TORYERL, EEITX pH
7.2 buffer solution T 10 fSIFHR Licd D&R{FEH
L7
a) 600mg RADBHE
Wh b REIZEEECIRA 3,1, 2, 4,6 BB om
RRECHRCCHIEE TR0k, 8 £ mFiREDFE
fl2 B &7c peak X 1BEMIBCH b, *DOfEI 1. 82meg
/ml T, IMETOEMZRL, 6RO FH% 0.23
mcg/ml THOl,
600mg PiREFOFHE (3 %)
1 ) 2 \ s | emm
132 | 0.7 | 0.49 | 0.23meg/ml

6 B¢ & TORPHEMRIT0. 92~1. 2T% N H L, F
1. 089 T HDtz0

b) 1,000mg RAEDBHE

SPIOMES B AT 600 mg JRAIBNC Lok LT &R
EMEZ T 270030 ERAEAER Lic, FlenhBED
peak % 600mg RADH & L AFEIBEEC HD%
(1.91 mcg/ml),

1,000mg WRFFDFHE (3 48)

1|2 { 4 i 6 B

1.91 i0ﬁ4} 0.51 | 0.04meg/ml
PRAEEE SR 13 0. 46~0. 6624 fSlic 4345 L, 35 0. 547%
THo7,

B) ERPRAYIRET (Table 4)

SEIDHERBONG EIsDTDIiZEE LTHRDE T
SOEBMERGE 6 fElE, FHOBITH D, HIAEFIE LTI
PMDM oD AR{EH, fiucHERELZHFR L TRAYEE

L7,
(BRRZD R HIEZLHE)
fifige 2Bk < B ETPIR 35 REGE
H GEZD oo TRIRBAATER 8 ~ 4 BRI £fERDE
LnEhEE ik
+ CEZD) oo ” ” 5~ 6 HLA
Bige CREQEEmmisg)
.H. (g;@) ...... ” ” 6~17 EU\I*.I ”
+ (B&Y) - ” 7 8 ~10HLI 7

(Bttmbksg-- LR))

20~80mg/kg/H, 3 ~10AMDOH EF THDORT
B, WHIEXHEEELE p-Strept. DFEB X WicfE G 23
Bhoteny, 9 Bl 6 BNXIBHRIC H e 2> THARIERD
TR R Teh DTz,

(BHREERkS - 106

WTROFES S EEERIE OB e Rk, EBRE DB R
BRI B S8R £ 70\, FIEISH FIRERR OIEIR2 S v, &
2 (K¥389.0°C<) DI ocdbDDHRTHD, Fhokf
DFEGIOWRBERE R RS # B ¥ M1 45, p-Sivept. H3FEHA
INTW2, 1064 5 4 (50%) x PMDM #5644 3
PR E Yy, UBRERERERT, 16t s 3
P ERIZE LT\ 5, H4hE60%,
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Table 4 Clinical results in children
Dose
. ,Body .
No. | Age-Sex weight | Diagnosis Single/Time |Daily g‘o';a' 'ﬁztszl Organism, Sensitivity [Effect ?;det
effec
(kg) dose |[/Day | dose (day) | ()
114Y2M 3§ 18.0 0.2 3 0.6 10 6.0 | normal flora - -
p-Strept, (D) PCHD | _ | _
2|6Y4M Q 20.6 0.2 3 0.6 3 1.8 TC(+) CP(+) EM(HH)
3 ) .2 .6 | 5 | 3.0 |BStrept. (D) PCGHD | _ | _
6Y6M &8 22.6 0 3 0 3 TC(—) CP4D) EM(HD)
416Y8M & 21.4 0.2 3 0.6 3 1.8 | normal flora +H -
. (H)
5(6Y10M Q 19.2 | Acute 0.4 | 3 | 12| 4 |48 |BStrept. + | -
tonsillitis Haemophilus(+)
6 (7Y Q 24.2 0.2 4 0.8 3 2.4 - -
ﬁ—g(trept. PC(SH) "
TC(+) CP(+) EM _
718Y1M & 29.6 0.2 3 | o0.6 3| L8 | Sioth wureusid) PCC1S| 1
TC(—) CP(+) EM(+)
818Y4M § 28.4 0.2 3 0.6 5 3.0 | B-Strept. - -
9112Y2M & 35.6 0.2 4 0.8 3 2.4 - -
~ Staph. aureus PC(+) _
l1lsY2M Q 18.4 0.2 3 0.6 3 1.8 TC(+) CP(+) EMHH +H
2|6 Y2M Q 24.5 0.2 3 0.6 5 3.0 - -
3|16Y6M & 22.6 0.2 4 0.8 4 | 3.2 | p-Strept. Haemophilus | + -
416 Y7TM @ 24.8 0.2 3 0.6 5 | 3.0 | normal flora - -
517YIM @ 30 | Acute 0.2 | 3 | 0.6 7 | 4.2 | normal flora H | -
lacunar Staph. aureus(+})
6 |7Y4M & 25.6 S11ses 0.2 3 0.6 4 2.4 | PC(H) TC(+) CP(+)| + -
tonsillitis EM(+)
B-Strept. (41) PC(HH) _
7|7Y6M & 29.5 0.2 4 | 08| 5 | 40 |5 pl EMia)
818Y 3 30 0.2 3 0.6 7 4.2 +H -
918Y6M @ 31.6 0.2 3 0.6 5 3.0 | B-Strept. Staphyl. - -
B-Strept. _
_IiIZYZM Q 41.5 0.2 4 0.8 5 4.0 Haemophilus(+) +
1/4Y3M &8 19.5 0.2 3 0.6 8 4.8 +H -
2(5Y1M @ 21.5 .2 3 0.6 6 3.6 + -
B-Strept. pneumo. _
3/5Y2M Q 18.5 | Acute 0.2 | 3 | 0.6 | 8 | 48 | G o +
aleyaM 5 22 bronchitis | o "3 | 0.6 | 6 | 3.6 " + | -
5(6Y4M § 19.5 0.2 3 0.6 5 3.0 | normal flora + -
“6l8Y2M Q 30.5 0.2 | 3 |o06| 6 |36 ” + | -
1{4Y2M @ 19.2 0.2 3 0.6 4 2.4 ” +H -
215Y1M 3§ 20.5 0.2 3 0.6 6 3.6 ” +H -
315Y2M @ 22.5 0.2 3 0.6 6 3.6 ” H -
I Bronchial ~
415Y4M Q 18.6 asthma 0.2 3 0.6 8 4.8 - -
5(9Y2M § 28.5 0.2 3 0.6 6 3.6 ” + | =
Strept. |
6[l0Y1M Q 32.5 0.4 3 |L2| 8 |96 |Gt + -
712Y3M & 39 0.2 0.6 3 | 1.8 ” } + ‘ -
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(BHSEZE K[EIWE, 186D

WTHOERA S BAERED 7 F, B, REEMEROk
RETHD, [REIMECIKEIER, A7eA S
#BHLCV52, PMDM 8~8H, k¥ 5~8 AR
DT3GR 12GRC BN IR R A DD & L N T
&loo HRHEK 92%

(REZMi%:--- 861 (Table 5, Fig 1, 2, 3)

Fig. | No.4 PAP 5Y Q (19kg)
Day  %28293031%2 345678910
Chmeall &8 10 12 4 15 18 2

| [PMDM-1.2 g/day

12g(10days)

40|
39|
38]
ki

Cold

Complaint

Chest

Fig. 2 No.5 Bronchopneumonia
5YIOM 3§ (19kg)

Day 41718 19 20 21 22 23 24 25

Clinical
history 234567891011

T [PMDM-1.2g/day |
12.0g(10days)

0]

|
38 \A
R A

Complaint

Chest

Fig. 3 No.6 Bronchopneumonia
6Y6MA(21.5kg)

Day 2034567891011

C,,'{;'t‘f,:', 234567891011

(¢ ]PMDM-I.Z g/day

9.6g(8 days)
0| -

39
38

3

NV

chest | |

.

Complaint

E

WThOERIS 2~5 AT X » RN FHFLHEL, =
W, BEROMIN, AANEEIERE UTKREE, RBE
DRV v b7 VTR, FOMOMENFTRL hREX
ffig DM CTABE Lich DTH B,

JEFI 1 ~ 8 ¥ T3 PMDM #20 mg/kg, No. 4 ~8
F TILH 40~60 mg/kg % 6 ~10 AR OHE 5 X Ti>T
BRYBE L,

ABER D WRSEFG I EERE D D 1L iR BR, 758, B-Strepto.
haemophilus BEIBEFDFEH S NISERI BT,

No. 1~ 8 fEGITIXIAHRBAIAE 2 ~ 8 H HIWILFRI
BL, 4~6HEDIZ—BRELIFE LTS RE
MWZHFDIFEAEHEERTHETIIZS~9IBEELL,

No. 4 ~ 8 ¥ TOERFH No. 6 flx D F T igHER
1Atk 2 ~ 8 B BT FHRIZE L7=23, No. 8 fITiX5 A
BreRRE ey, bHH 26 (No.7, 8FEHFD TIL6~
7 H BCHmMAT IR & A Kk, OERTIE8 ~9
H BWCILF#E Lic, No. b ESILSES MERRERICD £
B2 b, Mycoplasma 53 5 HikDORIE L Tebh
e otediv v b & VT REZE DS il Mycoplasma fiE
CABIEF»E B s,

Lk, PMDM #y20~60 mg/kg O 5%1Tix2>TH
EHITIEH B 2VNEIME DB BRI THECOWTH
L TR, WThOEMC S ERDRIEED DR
73, B60~60 mg/kg HHREACHIIAT RO RIAHEKFL
AN IC AN CY (B

c) EIfeFwBIT 5 KE (Table 6)

SRR OB 5% it L= KB 28 7 Bl BRy
THEH, 5% 6 ~10R0 B (L2061 6 ~100 fE& 586t
® GOT, GPT, BUN 2o\ TRIER T T RIS
D EHEAC BV TUIRBEFTRIE AL high Dl

¥, SEOHEFMREFNCEIER L BbhHERD
B I3EE Lichyolc,

& v

I%IE macrolide #F| propionylmaridomycin %
R LTo/NEREIRIC 351 B Bat 27 a\ LU T O Bt
BINDD & ENTEL,

1) 735 MIC (30, 78~1. 56 meg/ml A%
97296 T Hot-p 100 meg/ml D Dh T hicHR bR
o

2) ABBHEExT 5 MIC 130. 89~0. 78 mcg/ml
THO7,

8) MmrPEE D peak (X 1FBICH Y, 600mg A
BREE 1. 82 meg/ml, 1,000mg Ti¥ 1. 91 mecg/ml T 6
M8 ¥ CTRERTRE /o PR BE A R Lico A& D 6 Kifd]
B % TORAHERI30. 547~1. 0825 CEH) BT 521,
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Table 6 Results of liver and renal function test befor and aftere administration
of propionylmaridomycin to bronchopneumonia in children
Age Sex wBe(l)gg; Dose Test day GOT GPT } BUN
(kg) | (mg/dD
oy o | 1 Daily dose Dyt oa | Pre-medication 29 14 13.1
Totallz.%o;e P e ication 14 16 13.0
, Pre 30 27 13.6
Rl e Post day 40 26 11.7
0.6g 8days Pre 22 18 18
SYZM | ® “ 4.8g Post day 20 15 22
l.2¢g 8days Pre 26 16 12.9
oYeM ) 8 2.5 9.6g Post day 24 17 13.2
0.6g 7days Pre 19 16 17
SYIM ) 8 o 4.2g “?mdw 19 14 21
0.6g 7days Pre 26 23 21
TYIM ? o 4.2¢ P°7s€h day 24 21 19
l.2g 6days Pre 14 9 22.5
oY ° 2 7.2g P°%ﬂlday 15 6 9.9

4) PRE - FTROBRYE b FHA0G R A2 EHh &
LCHEEL, #20~80mg/kg 45 Lic EKGERESEE
TREYRIEI DN, [EZL [IETHE [E
Hhfig Tl EAEOBER S H 50 EBbh 3 KFYH
WicERNEBS N, Bk 40~60 mg/kg B 5 LICHE
DEELMK OB Z DEELHZ DT,

5) SEIOERIEGIHCIIAFIC X B & Bbh BT,
F, MEEEFRRBIERIhE»Dk,

(UEoESEMA7T46 A 10 H, 220 @B A&

REFAMLABCIVTRE LD

~291, 1947

z £ X B

1) Bk, fii: Chemotherapy 16 : 98, 1963
2) EEfklE, )| B, NEEK: R=>) v 1:281
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EVALUATION OF PROPIONYLMARIDOMYCIN IN PEDIATRICS FIELD

Susumu Nakazawa, HajME SATo, OsaMu WATANABE and NaowmicHi Fujn
Tokyo Ebara Municipal Hospital, Department of Pediatrics, Showa University School of Medicine

Syu Oka
Den-enchofu Central Hospital, Department of Pediatrics

HipejiRo CHIKAOKA
Takatsu Central Hospital, Department of Pediatrics

KURrRAYOSHI ARAI

Showa University School of Medicine, Bacteriology

1) Seventy-two percent of the clinical isolates of Staphylococcus aureus was susceptible at the MIC
of 0.78~1.5mcg/ml and a few strains were susceptible at the concentration of 100 mcg/ml of
propionylmaridomycin showing similar susceptibility to that of josamycin and mydecamycin.

2) MIC of propionylmaridomycin was 0. 39~0. 78 mcg/ml against A-group Streptococcus.

3) Peak serum concentration was 1.32mcg/ml and 1.9 mcg/mlat one hour after oral administration
at dose of 600 mg and 1,000 mg respectively. )

In the latter case measurable concentration sustained for six hours.

Urinary excretion for six hours was 1.08% and 0.54% after 600 mg and 1,000 mg doses, respectively.

4) Propionylmaridomycin was administered to 40 cases of five kinds of upper and lower respiratory
infectious diseases in children.

Efficacy against upper respiratory infections at dose of 20~30 mg/kg was unfavourable. However,
clinical response was good against bronchial athma and bronchopneumonia, which may be due to the
long dosage period.

5) No untoward findings were observed in liver and kidney functions and hematology.



