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& PR 53-8 @ Staphylococcus aureus 1 ¥k, Streptococcus pyogenes 1 ¥k, Streptococcus pneumoniae 3
BIZH§ % rokitamycin (RKM) O W{EH & postantibiotic effect (PAE) IZB§L T, clar-
ithromycin (CAM), erythromycin (EM), 3 & U cefditoren (CDTR) #3tHEIE &L L THEKRE L7,
RKM DHH NI S. aureus & S. pyogenes {23 L Tid EM LIZIZF%T, )= V¥ S. pneu-
moniae (2% LTIl 3 FH L ) bENA TV 72, REAEHOKE TIZ, RKM 3R L7z 3R TOHE
CHLTh-o L MW RBEEMEZR L. £72, RKM @ PAE i, S. aureus iZ3f L CTid CAM % EM
DB RREN-72b DD, S. pneumoniae TIXITIXZF%, S. pyogenes TidE<{, CDTR & K~XT
BIXRTORM TR PAE 2/RL7 UEDEHIZ, RKMiZ=a2—727054 FETHHIZb2hb
53, XR=¥) Vit S. pneumoniae &L 7 7 ABMIRBE IS T HAMENICEN, FOEHIIRE
BT, LSRRV PAE 2352 Eh 50, BIKRMIZH IPREIFEEAEDERIIH L THRAEOE W EH

ThrrBbhi,
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LERESh7zv27 074 V¥ (MLs) &, 77 28
RE T 2Rk s ha L L b, Eh-tkHEhE
PHRONBLI TR EnD, BIZT T LEHREHY
5§ B P8R YHE 7 &3 L CRRIRI 2 APEAT & b MAFF
T&5&L )% 57z, LaL, MLs OHBEERIZ#KICH
B THALLINTEZDIZ, BKMIZIX -57 % LK
Roa—F//urErrORAMIHHEEIEH SN
FEBIDL o EIAHN, $3IMRETLEORMICE S
AF VY Vit E T N RE (MRSA) O#EL, EMS
TOR= YY) Vi RIRE (PRSP) D2 7 &hst &
BEMBELBIIEST, -7 77 LEOBREORSHH
UCHREShEIELTWAD,

4GHEIFE 41k, PRSP 2 L&KM/ 7 ABURE T2
rokitamycin (RKM) OB {EM & postantibiotic effect
(PAE) (2L T, clarithromycin (CAM), erythromycin
(EM), B XU cefditoren (CDTR) %M & L TrEkEL
L7=#%, RKM @ in vitro 2353 51bd MLs & 13R% 7% -
TRBARVBEN 2O THRET 5,

I. M8 &EFHE

1. fER Btk

Methicillin-susceptible Staphylococcus aureus J 13
(MSSA), Streptococcus pyogenes J 17, Penicillin-
susceptible Streptococcus pneumoniae NAS 213
(PSSP), Penicillin-intermediate resistant Streptoco-

ccus pneumoniae NAS 211 (PISP), & XU Penicillin-
resistant Streptococcus pneumoniae NAS 208 (PRSP)
DEERKTHERR, 5 BREMEA L7

2. WHHER

MLs %®» RKM (Bt TE#HR &), CAM (X
IEREKRRAEH), EM (Sigma), 7 = 2% CDTR
(HEHE®RKEH), "= Y YF&D Penicillin G
(PCG, MALB TEtR ) O 5 BFH LA

3. EARRZHRE

B/NREHILBE (MIC) & HALEREZIOR
IR - T, BRERAPETHE L7229, MIC flE
e LT, S. aureus & S. pyogenes \ZxfLT
BT 4 2 7 HEXK M (SDA: = v X 4) #EAL,
S. pneumoniae ¥ L TiX, 5 % BB zHRmMLL
SDA # 7z,

4. BAEHORE

WipksE & LT, S. aureus \ZIZEMRER 74
3 (STB, =v A1), S. pyogenes \2\3 5 % B
&4 STB, S. pneumoniae \2i 5 % BMiEEH
Brain Heart Infusion broth (BHIB, Difco) %fEIL
Pro BRTRE VD RESH TR E M- itk HHE
B 1 ml \CHE L, 200 ml wAREE I 5%10°
CFU/ml BEIC S5 kI BM LA, ZORHEE 10 ol
FoSMEL, 1 RMEEL%, %HEZhZnBRE

* Bl YL S Tl R AL -7-1
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A 2, 5,10 MIC 1245 XML, HAERMD
ay b= e BT 37T TREHEL. LI, 1,
2,4,6,8 RFFHIZICHEERE 0.2 ml % FRIFAICHRILL T
HEMEERLT,

5. PAE O

ERLZ-MAR®E N E B MIZ, S.
aureus I FNE N Muller Hinton Broth (Difco) &
Muller Hinton Agar (Difco), S. pyogenes |2l
BHIB L MR (BBL), S. pneumoniae 1213 5
% B &4 BHIB L MR % Hviz,

R EOR Moo =— 4~5 MO IMA,
# 50 ml DWASEIZZEhZHEILL, 37T T—Mik
WAL, B, FELEMICHEOEEL, ¥ 10~
10°CFU/ml DRz ERE, & 51237 C T 2 KRk
B\ L TDMH, 10'CFU/ml (S. pneumoniae T
& 10'CFU/ml) RBEEICHE L 7- A2 BARBREIC 9
ml FOEL, [FUBASERIER L7z 20 BX O 50
MIC DREOZER % 1 ml TORML THREEEEH 2
BIXUOBSMIC %A L HITHRBL, avbu—ntt
HIZ37TCT 2 MR, Bk, EHZEI RV
FEEREBERMT A EICX D EABES 100 512
FRL, TOBEW 10 ml 2 & 512 37 C THEZ KT
A6 1 RETEIZERBEREL, PAE OHHIE
FRECE 2 EFAREBROEREA 10 51252 FTO
HHEZ, 2 bO—VOERRN 10 51245 £ TOR
HMERBEL, TOEERE% PAE & L7

I # R

1. MIC

R L7 5 KT % RKM, CAM, EM, CDTR
BLUPCG ®» MIC # Table 1 1278 L 72

S. aureus & S. pyogenes (235 PKM OHEN
i3 EM &I(212F% T, CAM ®° CDTR X ) $2~8%%
>Tw/, —J%, PSSP, PISP, PRSP iZxf9 5%
RKM @ MIC id W HNOWHRICH LTDH 0.20 ug/ml &
R CTHo720i2xt L, CAM, EM, CDTR ® MIC
X PCG 1§ AL A EEIZ 2 513 L MIC A L
AL7s Th#% RKM ® MIC & H#¥ 5L, PSSP IC
HEBHINS 3 FH o MIC 12 RKM LY 4~16 156

NTw7Ay, PISP (2xf L TidiZIZM%E A, 2 540,
PRSP (ZH L TRV TFhOEA D 4 55> Tz,

2. RETEH

ZWHRIH T 2 BAERORGHER% Figs. 1~5 12
RL7,

S. aureus \ZF L Tix, RKM W TFhOBEIZBW
TORBEMICERALZoWIZ L, o 3 BHlIZWITh
DBETHLHEMIEH L (Fig. 1),

S. pyogenes \Zxt L Tix, 2 MIC TEREMIZIEAL
72D RKM OAT, fIdHREHTH-72. —H, b &
10 MIC Tix RKM & CDTR H»EHMIC/ERAL, L2
b RKM (ZICDTR & Wi BREEH AR L7/2. CAM &
EM iZWTFhoBEIZB W TOHANIIER L (Fig.
2)o

PSSP (23t LTix, EM ® 2 MIC 258 EMER %R
L72PAHE T RTOERBRBOIIER L, 512 RKM
b L HEOREEMERLA (Fig. 3).

PISPIZH L Tid, RKM b & o b MV BEH % R
L, WTFNOBEIZBWTHEARM 1~4 BEFZICIE
HERBAAERBAUTIETF L, /2, CAM &£ EM
b 5 BX0 10 MIC Tid CDTR ¢ AREOHREIEM %
RL7: (Fig. 4),

PRSP i LT3, RKM i2d - & LMW RBEH %
AL, 2~4 BEZICEARESERRRAUTICETL
Too oD 3 HAFRBEEOREEMEZ R L 2225
CDTR TIZEAIRM 8 RHFZICIIHHEIZD Shi:
(Fig. 5),

3. PAE

5 BEkIZH 9 5 RKM, CAM, EM # & U CDTR @
PAE % Table 2 iZ/RL7zc 2 MIC & 5 MIC OBE%*
T L, WTHOEAIIBNTSH 5 MIC O M
0.3~3 B[l PAE #HEE L 7. 72, EHIMOLETIZ,
RKM & EM @ PAE 2ZhZh 0.7~5.8 B, 0.4~
57 R & MFEETH > & bR, CAM X 0.2~4.9 K
MlE <, CDTR Tik 0.3~26 Bl b - b H
Mole 8512, HENOLETIX, S. pneumoniae
X935 PAE 3WwWTho MLs Tbb o bR, XK

W S. aureus, S. pyogenes DIHTH »7zo RKM

Table 1. MICs of rokitamycin and other antibiotics against tested strains
MIC (ug/ml)
Organism

RKM CAM EM CDTR PCG

S. aureus J 13 0.78 0.20 0.78 0.39 0.78
S. pyogenes J 17 0.05 00125 0025 0.0063  —
S. pneumoniae NAS 213 (PSSP) 0.20 0.025 0.05 0.0125 0.05
S. pneumoniae NAS 211 (PISP)  0.20 0.39 0.39 0.20 0.20
S. pneumoniae NAS 208 (PRSP) 0.20 0.78 0.78 0.78 12.5

Inoculum size: 10°CFU/ml

RKM: rokitamycin, CAM: clarithromycin, EM: erythromycin,
CDTR: cefditoren, PCG: penicillin G
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RKM: rokitamycin, CAM: clarithromycin, EM: erythromycin, CDTR: cefditoren

Fig. 1. Bactericidal effects of rokitamycin and other antibiotics against
Staphylococcus aureus J 13.
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RKM: rokitamycin, CAM: clarithromycin, EM: erythromycin, CDTR: cefditoren
Fig. 2. Bactericidal effects of rokitamycin and other antibiotics against

Streptococcus pyogenes J 17.

DEWMIIHT S PAE 211> MLs L k& T 5 &, S.
aureus (X LTix CAM ®° EM & ) dRREh o 72
A%, S. pyogenes Tt 0.3~2.4 K& <, S. pneu-
moniae TIXIIIZFEFETH 72,
. = =

MLs (&, £ D77 AGHERE, LI+ 17, X
W, sV -7 7 2 EBEHO~L 3T~
RIIIVTREUHENERETAI LD, LKA
Ve EHEHIE D B HICH O N EATH D, 36
WTAETIE, OV F AMRMIAE LRk Lol E
Pl $ A REMRSOFERELMESh TV 5,
L»L, MLs O#RZHRENCO»ob o, TOf
AHERFRM E SN TE DI, BKRKICE f-5775
LEREDE 1 BIREE L TR SNBEHDTS

LIAD, BSORBEEOEAICLZLEZILNS
MRSA % PRSP % X OEAMEEOEEHHEL %
D, MLs »SH ONREH 5 13 B B FURRYIE I
LTHERHESNABRESWIDoDOH B, —H, S. pneu
moniae DIPELIZR= Y Y ZBIZHLTOALD
¥, EM ICHWHEZRT BTSN TELIERDY
MLs O%HThE0ERNEZEEITEE B 2B EVRR
CHBEEZ LD

A mRET L7z RKM i3, 16 B¥ MLs KETA=2
—< 2054 F#T, MLs D S. aureus (2d—#
HAENERTI LR BEShTwbY, 72, EM B4
UMb 16 HE MLs @ MIC 2% 100 pg/ml B ED S.
pneumoniae 123 L TH, RKM & 1.56~12.5 ug/ml
DENT: MIC 27RF 2 EANBEShTVAY. HADL
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RKM: rokitamycin, CAM: clarithromycin, EM: erythromycin, CDTR: cefditoren
Fig. 3. Bactericidal effects of rokitamycin and other antibiotics against
Streptococcus pneumoniae NAS 213 (PSSP).
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RKM: rokitamycin, CAM: clarithromycin, EM: erythromycin, CDTR: cefditoren
Fig. 4. Bactericidal effects of rokitamycin and other antibiotics against
Streptococcus pneumoniae NAS 211 (PISP).

Table 2. PAE (h) of rokitamycin and other antibiotics against tested strains

x 2 MIC x5 MIC
Organism
RKM CAM EM CDTR RKM CAM EM CDTR
S. aureus J 13 14 1.9 34 0.4 2.2 3.5 4.8 0.8
S. pyogenes J 17 0.7 0.2 0.4 0.9 3.4 1.0 1.3 1.2
S. pneumoniae NAS 213 (PSSP) 4.4 3.6 4.2 1.2 54 4.9 57 26
S. pneumoniae NAS 211 (PISP) 2.8 3.8 1.8 03 5.8 4.8 3.8 1.8
S. pneumoniae NAS 208 (PRSP) 3.8 3.7 3.7 1.2 4.4 4.9 4.6 2.3

RKM: rokitamycin, CAM: clarithromycin, EM: erythromycin, CDTR: cefditoren

DHETH, PSSP 57 #k, PISP LPRSP 31 Hictd  hTwhwe, SHOKLOKRIATLH 1 T oTiEkd
% EM 0 MICsold 2 2 h 0.05 ug/ml, 6.25 ug/ml T, %%, EM & CAM i3 PSSP i3l NERL7ZH D
NV ViR & EM LA SR 0L, ®, PISP % PRSP Ti3f\ MIC A#&H bz, 4,
RKM & MICwiz v $hd 0.2ug/ml CPELIZED S RKM W FROBKIH LTS 0.2 ug/ml OB 75
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RKM: rokitamycin, CAM: clarithromycin, EM: erythromycin, CDTR: cefditoren
Fig. 5. Bactericidal effects of rokitamycin and other antibiotics against
Streptococcus pneumoniae NAS 208 (PRSP).
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¥7:, MLs 37 7 ABBHREIIHLT, -2 54
ELYVLRW PAE 2B THL3hTwb2, SEIOK
TdH, RKM & EM @ PAE 22IZFRBET, CAM
L DRRKEL, CDTR £ bHLLITED -2 HRIC,
RKM & fitod MLs @ PAE ZH#$5 &, S. aureus
LTk CAM ® EM X ) b RRHEL, S.
pneumoniae Ti33IZF% T, S. pyogenes TIE RV
MASH Sz,

UEDXEHiZ, RKM i3=2—<27054 FETH 5
ZH»Hhb563, PRSP 2887 5 LB ERE T
SHENPERTHEIE, L2 ZOEHIIREN
THbHIE, 6T -9 2EIYVBLEWV PAE %
HTHIEREND, BRI R RYEE O i #
WHLT -2 2B LA%EHEVIEZRUEOER
UV TELRHATHLEBbNIT,
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Evaluation of bactericidal activity and postantibiotic effect of rokitamycin

Junko Miyamoto”, Hironobu Koga", Kazunori Tomono", Shigeru Kohno,
Kohei Hara", Akiko Aoki* and Toshio Nishijima?®

V" Second Department of Internal Medicine, Nagasaki University School of Medicine,
1-7-1 Sakamoto, Nagasaki, Japan
» Chemical Research Institute for Life Science Research, Asahi Chemical Industry Co., Litd.

Rokitamycin (RKM) was investigated in terms of bactericidal activity and PAE against clinically
isolated bacteria consisting of one strain of Staphylococcus aureus, one strain of Streptococcus pyo-
genes and three strains of Streptococcus pneumoniae in comparison with reference antibiotics, clar-
ithromycin (CAM), erythromycin (EM) and cefditoren (CDTR). RKM exhibited an antibacterial
potency which was almost the same as that of EM against S. aureus and S. pyogenes, and supe-
rior to the other three antibiotics against penicillin-resistant S. pneumoniae. According to our
investigation of bactericidal activity, RKM showed the strongest activity against the three kinds of
bacteria tested. In addition, RKM showed PAE, which was somewhat shorter than those of CAM
and EM against S. aureus, but almost as long against S. pneumoniae and longer against S. pyo-
genes, and longer than that of CDTR against all the strains of bacteria tested. In conclusion,
RKM is evaluable as a highly useful antibiotic for the treatment of respiratory tract infections
because of its excellent antibacterial potency against gram-positive bacteria including
penicillin-resistant S. pneumoniae together, with its strong bactericidal activity and relatively long
PAE among members of the new macrolide antibiotic family.



