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nXLATYA L

4 (LR
Roxithromycin (JAN, INN)
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1. MEIEEMMTE
(1) 4487 - K
HEDfE O M KR TH 5,

(2) BfEMH
TH )= (95) I T & AT A X ) = CRRRITRT L, TR = R ISR
REITITL L KIZIFEA BT 20,

Q) HEM
Wi B VAR SRR BE & e BIEEFRICH D . AHXHEE 100% 2B 15X A~ A ¥ R EITK
1.5% CThH o7z,

U4

5 0.8

N
(=]
T

™ (%RH)
100

[ I [ I I | [ I [

106 222 327 428 508 568 70.8 80.7 88.0
PEFORLTAS

AFXS 2074 L VOREE EBXEEDRE R

4) e (DfER) ., BB, RESR
mis : 122~126°C

(5) BMIBEMBMER
pKa : HEREE (M THMT 5720)

(6) DECFRH
nX AR, rDOF T ) =N CEREERREGR T O 25°CICRB T D Bl

OF2207A L UDHEEREN

WK O pH o7 B PR
4.5 3.1x101
4.9 4.2x10°1
6.0 1.4
7.0 3.0
8.0 3.3

(U YRR E IR « A A 1=0.1)
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1. 58 E [al?: -93~-96°

(WA cHE L= D 0.5g, 7 h>. 50mL, 100mm)

2. R JIETE Y (RIS 7200)

2. AR SODEREHRTICETHREN

1

CERREM TSR T A REN

BX ARV A LU E TROBFRMETIRAEL, R GMLE T | Ml GhRz- 7
TR EORIG, HBIa~ 87T T 0 — FROARINARY V) | HESLE, SR,
WERER, Sl (FRETERE, k7 o~ 2T 7 0 — (HxbmEiE) ) | WRE O RY
(g7~ 777 4—) IZOWTRBREZITo T2,

BRSO ERFHTICETHIRER

FRBR DO FEXA RAESAE RARE | PRI fho R
TR AR =R R A 42 5 H 7z L
% R 40°C R 6 % A b7 L
itk . 40°C-75%RH | KEBHRE 6 » H ZA7a L
A i 40°C-75%RH | BAACIKEE 6 Tk L
= % Eh oL | REAR | 1248 | Akl

LEORBERLD, nXx Au~vA VU ARERE, BEXROYEIIH L TLEETHDL I ENHL
nE7eoTz,

- GRI 3 fERABRIS K D 2R BUS AR

XA~ A 2 DRAERR TR D720, BFEEME T TOREMHIT OV TRET L7 fE 5,

R DR & 372,

(D) RS IEEARRE T, INEGE (80°C) | MBI ST (80°C-90%RH) M OVEIRET S (A
TRBERS) OWTNOEETIZBN TS, ZITRB D SNTLRETH 1=,

Q) IEHIRBETIZ TP, Tk UM R OV O T TIXZETH D2, BIESL T Tidy
figL, A% /—/:1mol /L IR (1:1) T T=ERERGF 10 55, 20 53 K60 5% D
BAAFRITZNZE 51.0, 275 K11 0.4% CTH -7z,

Q) EME D RIE, =V 2a~A U ORISR EFEIZ, 77U 2y RS ORGSR T8
THY., AR LI=oEmE. 777 4/ —A (CsHi1604) DB LT=T A7 5 4 /) — A K
ThHoT,

3. AMMS DHERHAEBRE. EE!

R ek bRk
HAREKRG mdvAua~vA v OMRERRIZLD,
ERE

HAMEFEG nxvr2o~vaf vy OEBEICLD,
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eAVI7

@Al
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B &
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=
==X
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) () &

HED T 4V
a—7 4 VT EE
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4.0

215

RU 164D

(3)
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()
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#BAlo— K
RU 164 D

WH D
LR L

Z Dt
LR L

KFN DL

(1) B CEERS) OEERVFEMHE

(2)
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784 | VU v REELS0

Ay

(15 | PRRFYAR~Y A 2 150mg (D)

foxeroaysFo7y, KEEE Fudxy 7o lkle—R, KRE R,
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V. REICETHEE

4. A
1EETICAR X Z2r~A 2> 150mg (i) 2563 %,

5. BEATHAEEMED H HKHEY
Y 2T ART A (BRI

6. REDEFRIUTICEITIRENM
A& FROBKMETIHAE L, SWE, D (EERE, s a~ 1777 ¢ — G
BHE) ) L PR GMB) | REREER (R T by L OIS, WE2 nv b YT T =) | i
B B, O EE2 n~ 1797 =) ROTHERICOVTIIE LT,

RER O FEE TRAFSAE RAFIZRE | (RAEHIM iR

F WA 5R E=t/] PTP 42 % A A7z L
- 40°CHESE PTP 4k 6 » H X RQP

ﬁ 50°C N PTP {1 6 » H b7 L
; N~ 40°C-75%RH | PTP ai& 6 » H Zib7e L
B 40°C-75%RH fie ) 4% 6 » H b7 L
t HIR HOL PTP 414 12 » H ke L

VIEORBHER IO . AFNTRE, BERONGICH LTRETHDL Z LRHLMNE o7,

7. HARERVEBRORELE
G

8. hFlLNEELL (MEBIEMZEIL)
MU ER e L

9. AHM
HAMFY (ndsAan~vAs v rde] ORISR > TRBRZITH L&, ZHICEET 5,



V. REICETHEE

10. &% - 2%
(1) FEADEGES - K. NEVERGES - 2RICHT 51FR
LR

(2) a%
100 #& [10 #& (PTP) X 10]
500 £& [10 & (PTP) X 50]

Q) FREBEE
M LN

4) BHEOHME
PTP —Fh:RUTmrbE Ly, TII=T A
PTP X R : RV 7mrE L

1. ARt Sh 2EMEE
AR L

12. it
AR L



V. JAEICEHT 5I1ER

1. BNEEXITHHR
O 5 i

AFNEMEO 7 RO EkEE, VoV ERER. MREKE, ©7787 (T X7) - HxT—
VA, 77 XxH, ik~ a7 T7 A~ (v, a2V T A< =a—F=x)

OIS
RAEMENRIILNE , EAENE BRI
£ED bO) | WG, R

A P, B

U 3ig e ) oo Eige, BIEIREE, S (BIRMERE

PSR BWERE SR, ik, PHZ, BlEdk, R,

2. MEEXIIHMRICEET HER
5 MEER EHRICEES BB
(HEE - WEEE%. mikk. SMRETA. hHL. BSEK)

HMAIEEM A DT X | VRS L. PRS0 LB HIE L LT ARIOR
Y LTS N B A 5T 5 T b,
(i)

P AEM KB IEEROF51 &) 22 L, PIEEER G OLENEZ ¥ 5 UER D 5 12 DR
L7, 7o, w249 A 8 AMEAEGBEESR - AEM/ERERLEFRREEMIE ST,
AL 12 A 5 BIC IHAEMSEEHEN OF5 & ) BUGET S, TERIGRIZBET 2NANIEB
mEniicw, Y%FIE 2RI LKA LE L THERZBRL L,

3. RERURE
() AERVAZORES
6. MARURAE

WE, AT R An~w AL LT 1 HE 300mg (i) % 2ENZA4EIL, #
535,

(2) AERUVAEDHRTERE - 1B
(V. 5. (3) HEMGHEZRER] OESMK

NN

4. RERUVAZEICEET HFE
FRE S AL TUVDN R0



V. JAEICEHT 5I1ER

5. FRERAKE
(1) BRERT— 5 /84—
MR L

(2) BREREIREERY
1. Bl E*

(D) BEFERC AT F 12k LAK (F1fti) % 100mg* (12 #51) . 150mg (12 1), 300mg* (12 fi)
% 2SS AR O 45 5 U7 3, BRARIERICIB VT, 300mg™ (F1ff) 5T FHi 1 28 i
B, BRAMRAEMEIZISV T, 100mg* (i) %5T7 47U 7 =5 oA 141, 300mg*
(1) &5 CEZRMERHIN 1 B2 R S a7z, 2 OMOBI T, BARGER, BRRAEICS
WTERFITFRD bivieinoTz,

(2) BEFER N 12kt LA (Jiffi) % 300mg* (12 #1) . 600mg* (12 #i]) 2 Z=fERFHL AR 1
Fe b L7, 300mg* () $h5- Tl BRARIERIZIS WD THEE 2 6], ERARMRAIZIBNT
MEZRMERIG AN 2 51178 B S 417z, 600me* (i) 5 Tid, FEAERIZISV T 6 fil, 4K
14, ERARMRAE SISV CREAR BRI 1 F1, ISME(LES Fr o AR 7 7 2AF U0 14T
HoT,

2. g -

()RR AT+ 7 BTt L, A 1560mg (M) Z ke 7 [ (150mg (M) & H*, 7 H
ﬁ)@m&%bt%% ERAEIR TIZ, T 3 #, 5EIR 1 BIS A b7e, BRRRAEEZ
DI BF TR e o Tz,

(miiﬁﬁﬁkbfﬁ%ﬁkw%7ﬁ IARH & e 29 M) (150mg (M) 2 88 H., 15 H
) (27> T 12 FERIAIRR TR D5 L, 77 B ARG L LT, BEFERR AT 1 7 45 CH
FRICHEE 29 [B] (7T BAREE 288 H., 15 HI#) MOKG L7orbR, K 58 CILERR
FEMR - BRI S IC B 13380 bR o T2, 7 I B RGBT, BRERTT

20, EBRBME CRYa1—I 7 a7 ) o b  16ThoT-,
RGN HE-HETH B,
AR AL HEIX T1 BHE 300mg (Jili) 2 2 Az aEIL., RO&535] TH D,

) HERIGERHAR
m%vxmv4vym\%®%@ﬁ$%%¢ WXV AETOFEAE (1 B 300mg % 2 [F255E
RARET D) b, Ao DARREKEER TIX, 1 B & 200-400mg (Jiffi) Ok A#5
GuOWTﬁ%ﬁLto%VM#% 1 HE 200mg (45 2) THZIE 79.0% (132,7167) . 1 HE 300mg
(43 2) THZE T77.3% (778,,1006) . 1 HE 400mg (43 2) THIHE 75.4% (159,7211)
EHERIFITRD bR h o7z, o, BIEAZREERIZ, 1 A& 200mg (47 2) & 1 H&E 300mg
(43 2) LT EAEENRRBO LN D> T, S HICH FHERAKFER CIX, 1 H & 200mg (47 2)
WCBWTIE, BIEEANC G SNTIEFINIEE AL RN L2 EPOREEN S 1 HE 300mg (4
2) OFAM1HE200mg (4 2) ITHA_TEHERICAFAERYRcE L EEX LN,



V.

o g = B4 2 16 B

(4) #RELAOERER
1) BXERIEHER
CHEMERER (PPREREYE (k. RAER) . ER. BUEECTALMEYE, Sk
BYHE) 2 & AR RER2039BI OB ZITRD L B D TH 5,
1. B R AR R i
7 R U EREE RS T K 2 A& R B ICH LREALE I 6 L. A 252680.0% (356,7445) T -
oo F7o, ZHEHEMREEGRIC L > TRAIOA IR S,
SIHIT, TZRWICLD IE BIRMERIEZ LS o) X L. A%1%F71.9% (41,757 T
bl

(1) MAEH - MgE 2 . Rbkde, SPERE %k Y
T RUEREE, L ERER, MiRERASE I X D HEE - RS . Rk, AR Rkt
L. H#1384.1% (297,/353) Th-oio, -, WIKRITHT 5 —HERIEERARIC L -
TAKIOA AR S vz,

(2) fitize ®
7 RUKEE, MREKE, Mk~vA a7 7 A~ (A aV I Av-=a—F=x) HFIZLD
ffigioxkt L, A2h%81.6% (204,7250) Tho7-, £/, “HEMLEEARRIC X > TAHK
DF HPED R STz,

3. H AR RYE
(1) E%©
T RUBREBSEIC L AP ERICK L, A2%55.5% (106,191) Thol-, /o, —HE
BRALBEABRIC L o TRAOA TR R S,
(2) Bl dafpre e 7
T RUKEE, L ERE R MRERE I K D RImPEERIT L, A 203 87.8% (36,741)
Tholz,

4. BVERTERRYWE (R, s, BHg) ©
L ERE B S5 L 2 R e R GYE ISk L, A0 82.9% (262,7316) Th o7, £,
T HEERLBHBRIC X o TRAIOA SR S vz,

<HBE>9
SIEOERFREOEAT 2 U R—BOMEHTER SN L EHEEIEE (FFA) 1%, EEEK
EHIEREIRRE CHRERBH ZRITLEZOND Z L6, REMESIERE 20 Fllzon
T, AHKl 150mg Offi) Z 10E16E, 1 H 2 EH-4 14 BREOHESL L, BEa1%ICB0
2% B O B h O EBERRNIRR B OHERS & IR RIC DUV TG L7, #5413 il con 2
Ut a—Lo 2T VRIS B EREIR IR B D R B L OVRIEME RS O L $1C, £ 57

(S L TR RIS O TR AR A5 B L, FIHIC RIS B,

—12—



V. JAEICEHT 5I1ER

40
Mean+S.D.(n=13) (%)
20 KD & B R E(k 1 p<0.05) Spearman DA {%%40.749
101 @=13) o
% °
20 8 01 . .
€3 g 51 * 2 b
*&’ -10- .
< .
10 * i B :
-20
-251 .
0 . , : : : : : .
B 58T B5% 80 60 —40 -20 0 20 40 60 (%)
RIEMEE B OB OLE)
WeBtASAABRLL 2 (F F A %) DR WS AERLL R (F F A%) &
*FFA%: (FFA/ZVU%kr—1LT27/1L) x100 RIEME RS DOE & DR

*FFA%: (FFA/Z7Vko—/LxTx7/L) x100

2 REMHBR
AR L

(5) B% - FHEHIHER
LR L

(6) JamrEA
1) ERAEHAE (—REARGERAE. FEERMERE. ERAMRBLERE . RERTR
T—AR—RE. WERFTRERABRDOAR
VI 8. (2) ZOMORIWER OHEM

2) ARFMHELTERFEDHNERIERMR LIZHE - HEBOME
% L7

N Z0it
LR L



VI. EEEICEHI HIER

1. REZNICEESHSLEMXITLEME
~ /a7 4 FRUEDE

2. FEIEEH
(1) YEREML - ER%F

1. YEAERAL
HED Y R — 4

2. ERREY
o~ 27 v F 4 FRIEFIFERE, MEO YR —2HEH L, o7 BEHRET S,
nXARYA T UALHEAT FUKE, KBE*O VR —AL 1301 0BG THATHZ
RO ONTZ, T2, KIBEY A Y —A 508 7= N ERERICHEEST DM 308 W
A=y MUTZRBEWRELZFF 22N 2 LR b, mF v An <A v OEHEFIEE
kD~ 71T A REFERRIZY R Y — BT DA B2 50S U AR Y —AIHEHT 5 2 &n
fifeRd iz,
RXARTA T UNLT RUKER, VoY EKEE, MRRE, €7 2787 (70X 7) -
NET—=VRA, TITRXREROMMER~YA 2T T A~ (v a2V T XAv - =a—F=x) |[ZHHEE
MaERL, MEICH L THE XU ERENTH 5, * KGR R

(2) EMEEMITLHHABRBKE
Sz M R O FEEE & O MIC
1. FEBRARYSE IR R 1019
W7 RUERE, LBL UV ERE, MREREICL 2~ v A 2HBYYEICKTond v An~
Ay, mYRruvf vy, Vatvd LU EOIREDHRIZOV TR LR, a2
0~ A 2 ATEN T RE S (EDso) R L7,



VI.

EMEREICEHAI HEE

YORLEREFEICHT DEBRDRE

L PRl " MIC(pg/nL) EDso
AR (cfu/mouse) 5 Al 106 108 (mg/mouse)
RU 0.20 0.39 0.20(0.13~0.30)
S.aureus p -
SMITH 3.1X10 EM 0.10 0.20 0.40(0.21~0.74)
JM 0.39 0.78 1.98(1.21~3.26)
RU 0.39 0.78 0.20(0.11~0.34)
S.aureus s -
TMS 927 1.9X10 EM 0.20 0.39 0.50(0.28~0.87)
JM 0.78 0.78 0.39(0.22~0.69)
RU 25 >100 | 12.6(7.9~20.2)
S.aureus . -
TMS 298 4.8%X10 EM 3.12 >100 | 15.9(10.8~23.4)
JM 0.39 1.56 10.0(10.0~10.0)
RU 0.39 1.56 1.57(1.14~2.18)
S.aureus . -
TMS 299 1.6X10 EM 0.20 0.39 7.94(6.30~10.0)
JM 0.39 1.56 >90
RU 0.10 0.78 0.20(0.16~0.25)
Sé’ﬁé’e{m 2.8 1086 EM 0.025 0.39 | 0.63(0.45~0.87)
JM 0.20 0.78 2.50(1.80~3.47)
RU 0.10 0.10 0.16(0.10~0.24)
S.pyogenes . -
TMS 22 5.8X10 EM 0.025 0.39 0.63(0.39~1.01)
JM 0.20 0.78 7.94(6.30~10.0)
RU 0.012 0.05 0.31(0.17~0.58)
S.pneumoniae s -
TMS 43 5.0X10 EM 0.012 0.025 |1.97(1.16~3.33)
JM 0.10 0.10 3.93(2.42~6.39)
, RU 0.10 0.10 0.25(0.16~0.38)
SJT”’I\I/fS”’;fmae 2.7X 108 EM 0.025 0.05 | 0.63(0.63~0.63)
JM 0.10 0.20 1.77(1.18~2.11)

Be b 515 - 0BG (e B 1 R %)

B ¥ ICR R~ v (6 VT, #E)
EDso : Van der Waerden 1%
() : 95% IS HHEIR A




VI.

———
SE12
S

\.

MEEICEY HIEE

2. PLE AT bv
R¥ ARSI R A v ERBRIC, 7T ABMERE. —E0 7T ARMEREICHT
HAY B AET LT

FRIEERMITHT SRR A b

;Jga‘_ O\ R R AN T

| i 108 106 | i 108 106
S. aureus FDA 209P JC-1 0.20 0.10 E. coli NIHJ JC-1* 100 100
S. aureus TERAJIMA 0.20 0.20 E. coliK12 C600* >100 100
S. aureus MS 353 0.20 0.20 E. coli B* 50 25
S. aureus SMITH 0.20 0.20 K. pneumoniae PC1-602* 25 12.5
S. aureus ATCC 25923 0.78 0.39 S. typhimurium HD 971* >100 100
S. aureus NEUMANN 0.78 0.39 ” S. typhi 901°* >100 >100

| S. aureus E-46 0.78 0.39 S. paratyphi 1015* 100 100

7 S. aureus No.50774 0.78 0.39 5 | S. schottmueller 8006 >100 >100

5 | S. epidermidis HD 866 0.20 0.10 S. enleritidis G14* >100 100
S. epidermidis ATCC 12228 0.78 0.20 5| S marcescens IAM 1184 * >100 >100

A |8, pyogenes Cook 0.05 0.05 . | P morganii IFO 3848* >100 >100

o | S. pyogenes HD 689 0.05 0.05 = | P mirabilis IFO 3848* >100 >100

& S. pyogenes S-23 0.20 0.10 p | P vulgaris OX-19* >100 >100

| S. pyogenes C-203 0.10 0.10 P vulgaris HX-19* >100 >100
Viridans group Streptococcus| 0.20 0.20 # | P rettgeri IFO 3850* >100 >100

| S pneumoniae 1 0.05 0.05 E. aerogenes ATCC 13048* >100 >100
S. pneumoniae 11 0.10 0.10 E. cloacae IFO 963* >100 >100
S. pneumoniae 1 0.05 0.05 P, aeruginosa IFO 3445* >100 >100
C. diphtheriae™ =0.025 | =0.025 P, aeruginosa NCTC 10490* | >100 >100
E. faecalis ATCC 8043* 0.05 0.05 P, aeruginosa PAO 1* >100 >100
M. luteus ATCC 9341* 0.20 | 0.05 MIC(pg, mL)
B. subtilis ATCC 6633* 0.20 0.10 * TR E L

BRSRIERERRICHT DMBEARY ML

,27;_ O\ R I 7 O\

| ik 108 106 | FiE 108 106
P anaerobius ATCC 27337* 0.20 0.10 B. fragilis GAI 5562* 6.25 3.13
P. magnus ATCC 29328* 6.25 3.13 7| B. fragilis GAI 0558* 12.5 6.25
P. micros VPI 5464-1* 0.78 |=0.025 _ | B. vulgatus ATCC 29327* 1.56 0.78

7| P prevotii ATCC 9321°* 6.25 3.13 7 | B thetaiotaomicron WAL 3304* | 50 25

_ | S constellatus ATCC 27823 0.20 0.10 . | B- thetaiotaomicron WAL 2926™ | 50 50

7 | 8. intermedius ATCC 27335 | 0.39 0.20 B. asaccharolyticus GA10415* | 0.10 |=0.025

.| S asaceharolyticus GA1 5520 | 3.13 | =0.025 % | B. melaninogenicus GAI 0413* | 1.56 0.20
P acnes ATCC 11828 0.20 |=0.025 B. bivius ATCC 29303 * 0.78 0.39

b | P granulosum GAI 7414* 0.20 0.05 YE| 7 varium GAI 5566+ >100 >100
B. adolescentis ATCC 15703* | 0.10 0.05 F mortiferum GAI 9817* >100 >100

Y| B aerofaciens ATCC 25986* | <0.025 | £0.025 V, parvula ATCC 10790* 50 25

C. perfringens GAI 5526* 3.13 1.56 MIC(ug, mL)
C. perfrjugens ATCC 3624* 6.25 1.56 * TKERAVEFE
C. septicum ATCC 12464 * 0.78 0.78
C. tertium ATCC 19405* 3.13 3.13




\.

VI. EEEICEHI HIER

3. BEPRSYBERKIC RS 2 BB 9119010
TRYHREB. LoV EHREB. £ 7% T (T 50 nRAT) - B X2 T—1 22w+ 5508 53,
TatwA Ty, WiEIT YA VUCHREENENLL ECh T, T2 TV X, i
KA AT TR~ (A AT T A3 =a—F=x) [ZH LT, BEREHEEZR LT,

(%)
100

50

D MHaie

—e—RXM:LY v K
----- = NDFX:+ U 7RFHo Yy

0 | ! | | ! ! !
=0.0250.1 039 156 6.25 25 100>100
MIC (ug/mL)

T 3E G5 It BIEN (/n vitro)

4 . it R 1V
WO RUKREOT Y 2n~<A vy, LTy KA v TttEEE S 5 B REMTEFEN
LV 2Aur<A DR TMEFE SN S CREMMER S A O o itEF R ER TIX, v
ARRA T Au v A v L ARRICTHESREREEZ A LTV D 2 LR S, M
WHEICHONHEOBIER I R Au~v vy, m) 2Auw A Y UoEREEBITE A
R CHBOAE LN,

(3) 1ERRIRNFRM - HihshE
VIL 1. MmHERECHE] OESM



VI. EMEREICEAT HIEE

1. mMAPREOHS
(1) AELAHEmRE
SHEBRATIEL A 1 0> MIC LA

(2) BRRGABRCHRAIN-OPEE
1. i@&g‘ 17) %
TEEERR A 55 I ARAK] () 100%, 150, 300*, 600*mg %% A5 L7-FE0 &5 2 Rk o
Mg AL, ZhFh, 3.71, 5.78, 7.23. 10.22ug,/mL THEEKFMENED b, AUC
HIIEHT G EITEAF LT LZ,

(ug/mL)
Herm — o - 100mg*

--A-- 150mg
—-m-- 300mg *
—— 600mg*

10

MRS
T

AFIZ2A%A Y ogOREROMmEHRE Mean*+S.E.)

OF 2074 VDEMPEFRE/INT A —4

won | | [ | 8 e
100mg* 12 1.8 4.4 6.99 49.54
150mg 12 2.5 6.8 6.23 75.31
300mg* 24 2.0 8.1 7.89 105.19
600mg* 12 2.2 10.8 9.07 155.90

KR HIE-HETH D,
FRFRHE- HEE (1 H&E 300mg (i) # 2 BN pEIL, BUFEHET5H) THD,



VI. EMEREICEAT HIEE

2. E#E 1
R A B+ 6 BIlCAA] 150mg (F11f) % 1 H 2 [A],
K ORI OHERE 2 b ERMEITRO b Lo 7=,

(ug/mL)
10+

15 HREIE®RE U2 BS, Mg

i &

i
Jg |

47»

2 X

| T
12 24 36 48 60 168 180 336 348 360

(hr)

AXS 20742 150mg (Affi) 1B 2E, 15 BRREEOESROMBRIRE

A% 2A7 42 150mg (Aff) 1 B 2E. 15 BRREZROKRERORESHHFM/NS A -4

Kab Kel TL tie Cmax tmax AUC
(hr 1) (hr1) (hr) (hr) (ug/mL) (hr) (ug-hr/mL)
1HH 2.97 0.13 0.21 6.25 6.7 1.5 40.44
+0.78 +0.02 +0.05 +1.02 +1.6 +0.3 +7.26
SHH 4.65 0.09 0.06 10.96 6.7 2.0 52.28
+1.70 +0.02 +0.03 +4.00 +0.8 +0.3 +4.28
15 A H 2.47 0.10 0.03 7.15 6.8 1.8 48.83
+0.49 +0.01 +0.03 +0.71 +0.6 +0.5 +1.83
n=6, MeantS.E.
(3) rhEE
EUERR L

4) BE - ftAEOFE
DREORE
FERER AT+ T BNCAK] 150mg (i) ZZ2iERe, £ 30 /3 MOV ERZICHKE LT, ZEERH
Al G* DG &l U7z, Z20ERE, f2AT 30 /3 MO REZKGWHTFIUIBW T HxE% 1~2 I
M ChemImAE IR IZ 8 L, = OVEIXZ N 241 5.1152.48,4.84+2.82 K 11 3.57+1.69ug/mL
T v, AUCo2 EIZZNTH 51.814+20.05, 44.96+15.08 KX 43.36+11.78ug * hr/mL T,
AT 80 70 K OVRE %GB W TREMEM A B S iz, SBRE  Clhied % & Wi
BOWTHEEZE (p<0.05) [IBD LN -T2, £io. KEGHIECRIT 55415 o m i
IR %2 Lag-time % & 7= one-compartment model (Z KV fi#hT L., ROTZHK/NRNT A —% %

TR LT,
TER., BHI. BEZOOXF RO LV UVDEYEIRE/INS A —4
Kel Kab Lag-time tie
(hr!) (hr'h) (hr) (hr)
TSR IR 0.14+0.05 2.00+1.22 0.12+0.13 6.29+4.33
A 0.14+0.05 2.32+1.13 0.24+0.04 5.25+1.63
REE 0.10+0.03 1.46+1.02 0.30+0.05 7.28+2.05

WKL HETH 5,

AR HEIX 11 B & 300mg (Ji1ith) & 2 [FHIZ4yEI L.

AR5 d 5] Tho,




VI. EMEREICEAT HIEE

2) PFRSE D 1S
VI 7. AR OEBE

BN 7 6 flaxigl LT, RRTAMT A I=v Lzl ®rAn~ A
2V ORI RIE 52 B Uiz, ZORER, n X 2n <A 2 ORINOE TN Cmax,
AUC EDIET 23580 b7,

RKATABTILS O LFABOOX L RAOIA D UDEYENRE/NT A —4

Cmax tmax AUCO*72
(ug/mL) (hr) (ug-hr/mL)
HAH 8.27+3.32 2+1.26 48.04+19.96
PFH 4.79+1.96 1.33+0.82 23.65+8.27

n=6, Mean+S.D.

2. EMRERI/NT A —4
(1) fEAE
J A oN— b A v MERT

(2) WRUSEETE 2
3.53 (hr'!)

(3) HERRETEH
0.12 (hr?)

@ UTIUR
LR L

6) 2TmEE

6) Z0its
LR L



VIL.

EMEREICEAI SEE

3.
(M

(2)

5.
(M

(2)

BEM (REaL—ay) i
BT ik
MR L

K5 A — 8 EHER
R L

IR LR

b MBI aF v R2n~A 2 ORIl L TR0 < | i i A i 2ERER (tnax)
1349 2.5hr T, F72 Cmax (% 150mg (Ffff) *&% 512 %TB&@/mLT%oKOEL\@ﬂvﬁ
oA RRIAEHE CThHL =) An~f vy Vat~vA v BRI T h~A Al LT,
Z® AUC X 7.3~19.1 5% /R L, t1zl2.1~6.6 {5 ThH o717,

<;§3§>19)
T MRS XITBT D tmax 1L, 3~4 ]2 R L, A XIZEBITHAUCIET v D 55 TH
ST, T v MIBT D tuz 138 5% 12 KEfi] £ C 6.0hr, 24 FEfE]2> 5 168 Wil £ C 91.1hr TH
RKLT, X, AXIZBWTIE, &5 6 KD 48 FEH £ T tie=16.5hr, 72 ]2 5 168 I
] T t12=83.9hr THKL7-,

v Kiil

i ;& — i BE P9 @ @ 1

MR L

<7;§¢7>19)
HEZ v MZMC-rF v Au~A v bmg/ kg /&N #G LR, AR R O B X th ol
MO L TRD o 72, LA L, WHRIIMOIBERICH LR Th > 7,

& — ARG

MR L

< H#E>19
R 18 HE DT v M UC-u X Au~A v bmg, kg R A#E U T-BE ORI E 2
LT,
ﬁiﬁ‘ﬂ%‘é’f CEBWTIEE % 4 RIS R EIRE 2 Lo, MRV IR B 138 5-1% 24 RIS
BRI LIS, R SRl LIZRE Ch o7z, F7o, BG4 48 R O G AR
FEITRHARAR NI IS e U, M VDR CIEE < . B R OWXFERE CH Y . R CIK
%R U BBV M ONRHAHHAR N IR EE & b W T OMARIZ W T b 5% 24 FFEE DK 50%
2 LTz,



VIL.

EYEREICE T H5IEE

"C-EXLROVA L UROBSHOIEIBAB S v MoBITHMBNEE

@ FEREN IR (ug,/ mL or ugg)

7 4 Y 8 ¢ 24 5[] 48 B

1. W | 2.29+0.11 1.27+0.05 0.63+0.12 0.20+0.02

1. £ | 1.87+0.23 0.85+0.03 0.48+0.05 0.17+0.01

N g | 1.24+0.15 0.50+0.04 0.27+0.03 0.19+0.01

fiti 4.34+0.20 1.98+0.03 1.05+0.13 0.67+0.04

¥ ik | 9.81+0.99 3.71+0.33 2.86+0.23 1.57+0.19

& i | 3.75+0.19 1.23+0.06 0.86+0.12 0.51+0.03

+ = | 1.97+0.06 1.22+0.07 0.93+0.13 0.42+0.01

P B | 1.65+0.10 0.94+0.01 0.80+0.10 0.49+0.02

i 2.02+0.10 1.77+0.32 0.97+0.16 0.50+0.03

* 7k | 0.17+0.01 0.13+0.02 0.05+0.01 0.03+0.00

S 2| 0.58+0.03 0.52+0.03 0.72+0.11 0.40+0.02

fe oML W% | 0.31+0.04 0.29+0.03 0.63+0.12 0.39+0.01

L i | 0.65+0.03 0.62+0.04 0.95+0.10 0.50+0.04

it 0.84+0.01 0.86+0.05 1.24+0.15 0.68+0.02

JiF Bk | 1.32+0.05 1.49+0.04 1.91+0.27 0.80+0.07

B | 0.73+0.00 0.71+0.06 1.09+0.15 0.55+0.03
n =3, Mean+S.E.
PAE = S+

Q) Ft~DBITHE
AER L
< ;}3%‘>19)
WEFOT v MZ UC-mx v Au~A v bmg kg & O#KE5 LB A K Ok i
AR LT,

FL IR TG 4 FEERR ISR EIRE 1120/ mL (B2~ A VU HRE) 2R LTE,
12.1hr O TSR L7, RIRHIZHIE U- ik P e & i+ 5 & . S HiEED 15 4~
24 WML MG T IEEE D 1.6~3.2 24 7< L7=2, 48 W[l CTILRIFLE OISR LT,

“-OFx>2a74 L oBAOKBERZDS Y MZHITAETRUVMRBRTEE

T TR (ng ¥ An~A &, mL)
Lo &
15 %y 286+148 185+ 77
2 HEH 820+ 93 347+ 91
4 1117+ 25 544+181
8 641+ 81 203+ 6
24 354+ 94 185+ 78
48 77+ 17 T4+ 7

n=3, Mean+S.E.

(4) BERER~DIBATHE

A ER e L



VI. EMEREICEAT HIEE

(5) ZDMOMEB~DIEITHE
BEICBT DMK, Wik, BB, RRE. 8RR OB~ OBITIRIIRA Th 5,
JR AR D EREUREE X 8% 5% 50~240 43 C, I FHE 0.4~15.4pg/ mL (2% L TRk
B, 0.3~4.4pg /g OFEPHATH Y . B2 P~ DOBATHE O b,
EBIRARE OB EURIE 60~240 43T, MIETUREE 0.3~3.1ngmL (T3 U C LSRRGS
FEIE 0.29~139pug/ g DHEFATHY . ux s An~A o0 FEIREA~D B2 BITH 8152
ST,
B2 SRR OB EUREHIE 80~180 43 °C, IM{E F il B 22.4pg, mL 1Z%F L TR P b i P 1
11.15ug,/'g TH o7, FIENIEEIL 0.37~11.16ug g OHFPHTH 0 | FJE~D BAF 72817 HE
I,
R AL O BREURERE 1L 30~480 43 C., IMiE i@ A 11.3pg, mL 1Zx%F L TP b i A 1
13.4pg g TH V| MiEFERE S IZIZFEEE OHERE R ~OBITHNRD bz,
FAE OERIUERFT 1L 80~480 43 T % P el B 9.8ug, mL S U CHEE ik i 1 4.89ug
g THY, HET~LBITT5Z LR D LT,

OF 2074 UDEERBTEE

B %% B A4, PR | BREURER | AR PR | BRARERD | o AR
(hta 3% %5%) (mg) (min) (ug/ ) (min) (ng/mL)

12(2) |/ Bk #H #%& | 150 50~240 | 0.31~4.4 | 50~240 | 0.4~15.4
150 60~240 | 0.29~3.68 | 60~240 | 0.3~3.1

9(3) | b HH A RS
200% | 120~160 | 1.2~13.9 160 1.0
23(5) | K J& | 150 | 30~180 |0.37~11.15| 30~180 | N.D.~22.4
62(4) | &k W | 150 | 30~480 | N.D.~13.4 | 30~480 | N.D.~11.3
38(4) | % H | 150 | 30~480 | N.D.~4.89 | 30~480 |N.D.~ 9.8

WEKRBINHIE HETH 5,
AGE L HET 11 H & 300mg (Jfh) 2 2 BIC &L, &G540 ThoD,

S

s
WK i s TR 1E 100me* () TR D #5685 0.12ug,/ mL. 150mg (J1ffi) T 0.96pg, mL,
200mg (J)fffi) *T 1.55ug, mL, 300mg (Jiffi) *T 0.48ug/ mL TH v . FH5HHH 6 KIKFH]
\ZOT DIRENFRT 2 2 L RO bz,

D
7
D

AFS 20734 U DOEEDEERE

N % Bi%K PRIURE | e i | BRIReR | R
(mg) (b g% %0 () (ng/mL) (FRFfH) (pg/ mL)
100%* 2(1) 1~4 0.08~0.12 2 3.5~4.1
150 3(1) 8~9 0.26~0.96 1 4.5~22.4
200% 8(3) 2~17 0.19~1.55 1~2 6.4~14.6
300% 1(1) 6 0.48 3 5.1

PRI - PR MR 3 R R FE R O 2 7R L7
HERIMTE R TH 5,
AR FIRE 11 R 300mg OOfi) % 2 BICAyEI L, ARG 51 Th o,



VI. EMEREICEAT HIEE

<;}3%>19)
IRHLR ~D 43T
o Mz MC-uxvrm~A v bmg kg FHEIROES U7 BEOMMRNELE 2 107
L7,

K5y DAL TIX, 5% 30 576 4 R T TlR@IREZ 2R L, . TERE, 87, M,
BB M BRI, BT IRAOWE TR < PARARGR L OIRER TR o 72,

I i BE D @ WA 2> B DT RIT LIRS T h o 723, fig i i B2 O AR AT ph i K OVIR
BRE TOHKITEIETH T,

By MIBF3"-0%2 2074 L VERROBEZOEBNERE

KRR IR (ug/mL or pg,g)

A 05 4 8 24 72 168 RffH

M ¥ | 0.69+0.08 | 0.83+0.16 | 0.32+0.05 | 0.22+0.03 | 0.11+0.00 | 0.08+0.01
il 55 0.81+£0.09 | 1.00+0.10 | 0.49+0.02 | 0.22+0.04 | 0.08+0.01 | 0.03+0.01
K M| 0.17+0.01 | 0.35+0.00 | 0.14+0.01 | 0.13+0.03 | 0.08+0.01 | 0.09+0.02
/N 4| 0.18+0.01 | 0.34+0.00 | 0.15+0.01 | 0.11+0.01 | 0.08+0.01 | 0.09+0.02
T # K| 3.5840.29 | 6.36+2.53 | 1.54+0.17 | 0.45+0.08 N.D. N.D.
HOR R | 4.25+0.40 | 3.53+0.53 | 0.75+0.05 | 0.28+0.05 | 0.21+0.07 N. D.
i[5S Bk | 0.37+0.02 | 0.47+0.03 | 0.16+0.01 | 0.07+0.01 | 0.06+0.00 | 0.07+0.01
5T | 4.08+0.21 3.94+0.52 | 0.81+0.03 | 0.25+0.02 | 0.21+0.03 | 0.11+0.02
i) i | 0.88+0.07 | 1.78+0.05 | 0.98+0.05 | 0.41+0.03 | 0.30+0.04 | 0.17+0.02
O JE | 1.67+0.15 | 1.10+0.19 | 0.26+0.01 | 0.14+0.02 | 0.11+0.01 | 0.10+0.02
fiti 4.01+0.23 | 4.42+0.57 | 1.11+0.04 | 0.35+0.06 | 0.28+0.04 | 0.16+0.02
it i [10.90+1.08 7.07£0.48 | 2.06+£0.07 | 0.82+0.09 | 0.44+0.07 | 0.24+0.04
B g | 4.71£0.21 | 4.01+0.68 | 0.93+0.06 | 0.40+0.07 | 0.28+0.03 | 0.14+0.03
B BE | 5.28+0.48 | 4.50+0.36 | 1.28+0.04 | 0.44+0.06 | 0.26+0.03 | 0.14+0.02
e 3.2840.16 | 3.10+0.32 | 0.59+0.05 | 0.23+0.03 | 0.17+0.02 | 0.17+0.07
2 6.33+0.27 | 4.73+0.77 | 1.20+0.08 | 0.41+0.08 | 0.30+0.06 | 0.18+0.05
& 0.86+0.06 | 0.64+0.05 | 0.15+0.02 | 0.12+0.01 | 0.07+0.00 | 0.10+0.02
0.20+0.00 | 0.75+0.03 | 0.61+0.01 | 0.27+0.01 | 0.14+0.01 | 0.10+0.02
0.50+0.02 | 1.19+0.05 | 0.63+0.01 | 0.19+0.02 | 0.14+0.01 | 0.10+0.02
1.15+0.09 | 0.90+0.11 | 0.22+0.02 | 0.13+0.02 | 0.10+0.02 | 0.11+0.02
0.95+0.04 | 1.31+0.12 | 0.47+0.07 | 0.30+0.05 | 0.24+0.04 | 0.12+0.02
H 4.68+0.50 | 3.68+0.56 | 0.96+0.02 | 0.50+0.11 | 0.23+0.02 | 0.16+0.04
4.52+0.90 | 2.06+0.21 | 1.06+0.15 | 0.37+0.08 | 0.15+0.02 | 0.08+0.01
X B | 1.44+0.12 | 2.20+0.49 | 2.41+0.61 | 0.26+0.02 | 0.13+0.01 | 0.08+0.02
5 Bt | 3.81+0.27 1.84+0.38 | 0.69+0.24 | 0.16+0.05 | 0.15+0.02 | 0.11+0.01

He
MIALSEE

=
7

oo

N

g

n =3, Mean<S.E.
DA Sk G

(6) miREEMHEE

“-Oxo 234 NDE MIBITAMBEEQKEER

f/fm 1 367 (1 25 (%)
0.1 94.3+2.9
1 98.4+0.4
> 98.3+0.1

PR At 12 n =3, Mean+S.E.



VI. EYEREICEAT SEE

6. X

(1) RBEBLLR R BRER
Rt
AAENZFE LT TRE S D0, Rt 2816
M), 7V —FF v Ak (M2)
bz,

I en, R E LT 2295 4 ) —A
 N-E T AF IR (M3) KON NV =T A F AR (M4) 2358

OFS 20742 UDREHRIK

(2) RBICBA5T BEECYP %) DHFE. H5X

AFNTF 7 m— A P450 D 5 HEIZ CYP3A4
%y
<& >21),22)

WX AR EZ T, NA T ARIZEES LT

In vitro FERIZE T, AANL CYPSA D5V AEEHZR L7203,
CYP2C19 & O CYP2D6 1ZPHE Lo 7z, HERERA 10 filiC
XY T AEDH LT B RIEBERER I\ T
ANT—4)

CYP1A2, CYP2C9,
. KA E CYP3A DIETH D
XY T 50 AUC 78 1.47 (58N L7z (S

Q) VEEENENDEERVZFNEE
PA- Y 2



VIL.

EMEREICEAI SEE

(4)

KEYOFEDOEERWEMEL., FHELE

ifi - PR A AR 17

b i R ORFOFEIEEEZ AT A REm AR T 5720, r¥ A~ A v 300mg ()
i) *ZERGIERE O 5-RED MG N2 R %2 TLC, NA A A — 77 4 —IC X Vet &It £
DOFERZHITR LTz,

MAEFICB WD TIEREIARN ZITRO b, T OMPIEFEEZ AT D 7 U —A4 % MMENHER
Doz, 7238, HPLC IETIEREMMALS OR# O ©— 27 13BD e ofe, 27 Y
— 4%V AMERBHRA (0.1pg/ mL) LLFCTho7eled B2 NS, RPICEBIT D310 44
— T 7 4 —IZBWTHREMEDEIZRD DAL, EOM T U —F F 2 AR L OHEERI O
RO BTz, Fo, RPTIEHPLCEEIC LV X Ru~v A vy, 7 U —FF T AIK,
TAITT 4 ) —AR, ) =T AT IEENY —FT AT IURDIFERTRD DL, Beht% 48 FF
M E TORBYEIRIT, THER 7.54, 0.92, 1.22, 0.14 LT 0.06%TH V. KESAARE(L
RELTHRtE NG 2 LR ST,

AGBAMHIE-HETH D,
AGBHIE EIT 11 B & 300mg (Uifii) 2 2 BZHEIL, AR5 T 2] THD,

TLC : Silica gel 60(Merck), 0.2mm
Solvent : CHCI3/E3N=9 : 1
Test organism B. subtilis ATCC 6633* *

m 5 PR
Front Front
o¥y2n
oFyAn vy
Oop00Oo R k-Free
o o o o © «Free oximefk
oximy
[¢) -Unknown
o o o o o L Origin L Origin
(r) 0 05 1 2 4 Std. (hr) 0~2 2~4 4~8 Std.
©1rg ©1rg

RAFA— TS5 T4 —& B FOMmIED- Reh B ORBE
SRV Tl 5 PR ERK & LR STV B SRR 28 1V s U=,

<HE>19
Ty PREOA X MC-aF v Au~A v bmg, kg & i RIN&E S L72BRO R, FE K& O
BB E, 7y Mo UC-aF v Au~A v bmg/ kg R O#E L72BRD R M O#
W EREDEIR LT,
HARN I GRFIC 1T 2 IR, 3R OMEYT P~ DRt IR EBLES R 2 <. 7 v F ThdkitE
D 66.9%., 1 X T 72.5%% L7, REMELE /) —T ATFNVEBPEREEEL . 7 v FT16.5%,
AXT13%bole, V=T AFNMEREFIADRL, 7Y FT15%, A XTLI%THY, TR
TT 4 ) —ARIIE BT ot Lo Tad v An~ A v ATAKRN TIIRHE 2%
Fliz<wnweBzons,



VI. EMEREICEAT HIEE

"-OFxo 2074 L UBIRNIZEEEDS Y RRUA XIZEITBR.
BERURADERBMRE

R 7 vk 4 X
oy AT A LY 66.9 % 72.5 %
E ) =T AT IR 16.5 7.3
V=T AF IR 1.5 1.1
Z DAt 13.1 11.2
PN 2.0 7.9

7 v MEARERICRT D R PEERIIORZELED 66.7% Lk b %<, UFT A7 FT 1/
— 2K, B =T AFIUE, V=T AFMERZENEN 114, 5.2, 1.0%HeE S iz, — 5%
HANEIRER, ) =T AFNVERRT AT T7T 4 /) —ARTZERREOPEHETH Y |
FNEN 22,1, 205 K 17.9% Tholo, £io, V=T AFMKILT.T7% LD 72057,

"-Ox2ATA L UBOBEREDT Y MIBITARERUVERKSHY

HE it E(% of radioactivity in sample)
% AN TAT T — . .
S =0 2k B —TAFUK| =T AFIUK Z O Origin
K| 66.7 % 11.4 % 5.2 % 1.0 % 6.9 % 2.6 %
# 22.1 % 17.9 % 20.5 % 7.7 % 24.4 % 2.7 %

7. HE
(1) Bt ERbT™

AT F 4 BT, mFR T An~ A T OERNIEYEIRE BT ARG LT, ¥ Am~ A
AL 150mg HERE A &G L Lic, BETo2rF i Aun~v A0, A RF U= bR AF L
TR LEDATF V1 D% UC TG L T2 E(EE WA 30.7TuCl & AT 5. K & PRI
5. 96 IF[##% £ T, JRIFE G 168 FFffi: £ T, FEIIHKE 172 Bk £ CREFIVICERI L 7=, i
PHRTIH. rXd R~ A U ORBRH ST, 5 24 FEE% £ TORT TIE ESEED 56%
MuXvAa~vA T, MITREBI R STz, PO REYREOLE WO I, IR
HOME LTI L TWER, IRP TR SR> =R L& T Tz, FERH, R, 3
O BEFRERIN R IE, %4 13.4%. 7.4%. 53.4% CTH V., BEH5HIRED T74.2% DAL X7z,

(2) #rit=e'?

fEfE Rk ANl v am~ A v (Bffi) 100%, 150, 300%, 600*mg %% 05 L7=BEo Rk
MREZ IR LT,

B 5-1% A8 WEfH £ COJRPHEME (% of dose) 134 46.76, 7.79, 7.88, 8.21% CTh -7,
KRS HE - HETH D,

AGRHE &L 11 B & 300mg (i) 2 2 ENZoEIL, #O&535) Tho,



VI. EMEREICEAY SIEE
(3) et

(%)
10+

HESE S
()]
|
-
S hts
\\
\\ Y \
K \\ \
A_A_
“TVY
‘\\ \‘\
\\ \\
}_b\\

i

;-rg/,x —e— 100mg (F7/fi) * (n=12)
/ 5/ --A-- 150mg (F3Mf) (n=12)
"3 —-m-— 300mg (F7ffi) * (n=12)
/,A' — % - 600mg (F1i) * (n=12)

/I }) )} )L
I I I I T I e I ol I il I

0 12 24 36 48 (hv)
B Mean=+S.E.

A2 2074 L UROKRSERORPHEM

SRBARE AR TH S,
AR R 11 A 300mg (M) % 2 FICAHHIL, BORGT 5] Thb,

<7;§¥7>19)

T L0 PRI 1T B A v L B 120 B E TIC T v b TTIRRFICEREED 22%,
FEIZ 67.2% 0k S, EPPEENRERTH 72, —FH., 4 XTIERTIZ 39.9%., FEIZ
44.8% 3PS, R, FEE DIZIEFEOPEETH o 72,

7 v MZBIT 5% 48 K £ TO B PRt IR 58D 21.9% T, ZOKRRF~1£21.1%,
#ET 38 5% HRES T, T ORI & BRIAT O R L ORI RE L ZET D5 &
BX ARV A T ORIERITH 60% LIS, o, BEIRLIZIET 2o Z v ho+
THEBNICEE LI 2 A IBFIEERDFED AT B FERIUETR 10% &Ko 72,

8. FSURKR—4E—(IZEAT S5
MR L



VIL.

EYEREICE T H5IEE

9. BMFIZCLDBESE

(M

(2)

©))

fRIEE

e ok IEESENT (CAPD) MiATHORMBARAREH T, n¥ v 2An~A v OERNEEZ R
L7z, BF 11 ANlcuxvAu~vA v 300mg*a /& 0BG Li=t, MKk, B, IR &R
FINCERIL L, v v R u <A ¥ v OPREZ A FHITFIEIC L O IE L7, Cmax (X 4.2+ 1.5mg/L,
tmax (X 1.8+ 1.4hr TdH > 72, te 1% 20.6 £8.7hr T, fEHEAK A D 10~14hr (ZHERERE LTz,
aX AL rOMHB G507 V7T 7 AKX 70.8£30.1mL, min Th -7z, 11 AF 8 A
DOFBNRTICa T A~ A U &, 48 FE OB & ) 9.56mg D F v An~
A U NEIR STz, BB T O 2 U7 Z 2> A1 1.6£0.4mL, min T®H > 7=, HEJRATEEZR 10 A
D 48 WFZE R H ) 3.0mg DX A~ A ¥ UREIRE N7z, CAPD iifTH o BE Tl
XA A L ORGMEEZ 2T LI ENREEEZI LI,

SRBAE AR TH S,
AR R 11 A 300mg (M) % 2 FICAHIL, BORGT 5] Thb,

it AT
WAL L

B LR
WAL L

10. BRENDEREHRILESE

1.

Hiin e G- 25

w7 CFH4 78.6 5 ™) (CAA] 150mg (Ffilfi) Z & M5 L7-BR o> i i BE 133% 5 1.5 iy
21T Cmax 8.05pg,/ mL Z7R L, £ DOHEFEH (tie) 1% 10.09hr Th D, FEEMAICE~
tie DIERSEN BTz,

(ng/mL)
12—

=
(=4
|

KBS
o
L
—eo—

T T T \ T (hr)

0 4 8 12 20 24

K R

AX2RA74 2 150mg (Affi) BOBREZROSHEICSITSIMEBFRE

(n=7, Mean+S.E.)



VIL.

EYEREICE T H5IEE

11.

AFXS 207420 150mg (Aifi) BOBRSEOSHEICEITLESNEM/NNFTA—4
Kab Kel tie Cmax tmax AUC
(hr1) (hr1) (hr) (ug/mL) (hr) (ug-hr/mL)

Mean+S.E. | 1.79+0.67 | 0.08+0.01 | 10.09+1.45| 8.05+1.03 | 1.49+0.30 | 134.7+21.84

K COIEYBYRERRER T, R H S m i i FE AN Rrse 9~ DM 233880 AT
0T, HEIIHRGTDHI L,

2. BlEFEEERS 20

VT F=r I VT T AN 44~T1.TmL/p OEEBEAREEFIC e An~v A v
150mg H[AIFE A G-RFORNFEEN B A AT L, RO T —F Lk Lz, m¥v 2 n
~ AV UDRFPER-E I VT T RF I VLT F =7 VT T ADKTFICES TIRF LT
oo MR RN 50% L0 FAER L, AUC 1T 2 2L BiZ#E R Uiz, UL, PEd-AUC
LI VTF = YT T ADORBICIIAEEIZ o7, ZhuIr xR~ A ORI YT
TUAZEDDLE I VT T UADLEMINTZD EZ LN, BERREEE~OT XA
n~ A TR GRHIH ERE A2 T 5 LEMEIT VW E B X b,

A% 207422 150mg (A1) EOBREHROBUHERLBEIZBITS
EEHE/INS A —4

Crnax tmax AUCo-72 t e Clo-72
(mg/L) (hr) (mg-hr/L) (hr) (L/hr)

BB AN B 15.7+1.4 | 2.04+0.43 | 211+29 17.9+2.4 |0.0346+0.0081
fRERE AR A 7.90+0.66 | 1.93+0.51 | 81+10 10.5+1.4 | 0.218+0.026

n=12, Mean+S.E.M.

3. IFREE R B 27

TN a— A REICCr X An~ A ¥ 150mg H[ARE 1 510 S B R 2 it
L. BICHRET S @ERAOT — & L i U, 7V o— VPR 28 FRFE C I i o i i 2
BT 2 f5IZHER LT e 28 i A R BE - MBI 132213 e o T, IR e F 2|
~ AP R VT T AR BT AR AR LIS )V T T AR T L TR VA
BIN TV, EFIRESOBRETRERANEESBENEEZZ 6N bDD, 73— LY
WERE~OrF A~ A VO EGRIIIAEZERTT 0BTV B LT,

OXLRATA LY 150ng (H1E) BARSHOT7 L I—LEFBEBECST S
=S PELACPE

Cmax tmax AUCo-72 tie Clo-72
(mg/L) (hr) (mg-hr/L) (hr) (L/hr)

T a— UPETEZE B | 5.80+1.4 | 2.13+0.79 | 118+29 25.2+1.9 0.42 +0.12
n=10, Mean+S.E.M.

KA HE-HETH D,
ARAEHEE 11 H&E 300mg () 2 2 ENHE L, ROKE5T5] TH 5D,

T Dt
AR L



. &£t (ERLDITESF) ICEHI HIEE

1. ZENBTEZTDER
RE STV

2. ERRNBE LT DEH

2. B2 (ROBEICIFBE LGN L)

2.1 RANKE UIBHOE OBEERED & 5 B

2.2 T)VIXIAEAEE c KD T Ay A YT RELT UFEY Y Uk RrTLIX
LA VNSRRGSR OB [10.1 B ]

(fif w3t

2.1 KANZXE L, va vy 7, B2, BESOBBUEDOBIERED & 5 BE A 2 &5 L hGa.
XV EHERBBUEDORBUCSRDBDBENNH 5,

3. MEXIIHRICEET HFEEZTDER
(V. 2. eI RICBEETERE] 22RT52 &,

4. RERVHEICEEYT S FIELETDER
BESHTOAN

5 ERUGEARMIELTOEMHA

8 EEUNEANIE

8.1 AFIOMBEMIC BT - Tid, WHERORBLELY <z, AL U TRZIEETERR L, 55
DIEHE LB NROBIM OB G2 & Ew D L,

8.2 M/ MIMAER B HDID Z & 03D DT, EHIINCHRALAT ) /e LB E+HITIT) Z &,

6. RENERZEI HRBICET HIE
(1) G6HE - BEEZEOHLEE
9.1 &HHE - BERZEDHHEE
9.1.1 BBUEDBEEDH D EE
9.1.2 ATERZECTHETNOHLEE (eRME QTIERIEGEROBE . K4V ¥ L fiESE
DFEMREIRE Db D BF)
QTR - TZnndH b, [10.2, 11.1.7 ]
(figin)
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Rulide 300 mg and 150 mg tablets contain 300 mg and 150 mg of roxithromycin per tablet
respectively.

Rulide D tablets contain 50 mg of roxithromycin per tablet.

BhRE 13 %h 3R
Adults

Rulide is indicated for the treatment of the following types of mild to moderately severe
infections in adults caused by or likely to be caused by susceptible micro-organisms:
+ Upper Respiratory Tract Infections: acute pharyngitis, tonsillitis, sinusitis
- Lower Respiratory Tract Infections: acute bronchitis and acute exacerbations of chronic
bronchitis; community acquired pneumonia
+ Skin and skin structure infections
+ Non gonococcal urethritis

Children
Rulide D 50mg tablets and Rulide 150mg tablets are indicated for the treatment of the following
mild to moderately severe infections in children caused by or likely to be caused by susceptible
micro-organisms:

- Acute pharyngitis

+ Acute tonsillitis

+ Impetigo
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Appropriate culture and sensitivity tests should be performed when necessary to determine an
organism’s susceptibility and thus treatment suitability. Therapy with roxithromycin may be
initiated before results of these tests are known; once results become available, appropriate
therapy should be continued.

FE KR O &

Adults

Rulide should be taken at least 15 minutes before food or on an empty stomach (i.e. more than
3 hours after a meal).

The recommended dosage is 300mg per day which may be taken according to one of the following
alternative dosage regimens:

Rulide 300mg Tablets Rulide 150mg Tablets
One tablet twice daily
Usual dosage One tablet daily or

Two tablets once daily
One tablet twice daily
Elderly One tablet daily or

Two tablets once daily
One tablet twice daily
Impaired renal function One tablet daily or

Two tablets once daily

For atypical pneumonia, the recommended dosage is one 150 mg tablet twice daily.
Rulide 150mg and 300mg film-coated tablets must be swallowed whole with a drink.

The usual duration of treatment is 5 to 10 days depending on the indication and clinical
response. Streptococcal throat infections require at least 10 days of therapy. A small proportion
of patients with non-gonococcal genital infections may require 20 days for complete cure.

Children

The recommended dose and duration of treatment should NOT be exceeded in children (see
Section 4.4 Special Warnings and Precautions for Use).

Rulide should be taken at least 15 minutes before food or on an empty stomach (i.e. more than
3 hours after a meal).

Rulide is administered twice daily at a dose of 5 to 8 mg/kg per day. Recommended dosage
regimens are presented in the following table:

BODYWEIGHT RULIDE D 50mg TABLETS RULIDE 150mg TABLETS
6—11kg Half a tablet morning and evening
12—23kg One tablet morning and evening
24—40kg Two tablets morning and evening
>40kg One tablet morning and evening

Rulide D 50mg tablets are administered to children weighing less than 40kg as an aqueous
suspension that is made by adding either a half, one or two tablets to a spoonful of water. After
waiting for 30 to 40 seconds for the tablet(s) to disintegrate into fine granules, the suspension is
given to the child. A drink of water should follow the dose.

Note: Only Rulide D 50mg tablets are designed to be mixed with water. The 150mg and 300mg
film-coated tablets must be swallowed whole with a drink.

The usual du ration of treatment is 5 to 10 days depending on the indication and clinical
response. Streptococcal throat infections require 10 days of therapy. The duration of
treatment should not exceed 10 days.

KR H 199246 H 18 H

A=A N7 VT IRMASCE 2020 429 A&V 510
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use in pregnancy

<BE>  SEOBME

A —A N7 U 7 53%¥8 . An Australian categorization system for prescribing medicines in pregnancy

B1: Drugs which have been taken by only a limited number of pregnant women and women

of childbearing age, without an increase in the frequency of malformation or other

direct or indirect harmful effects on the human fetus having been observed.

Studies in animals have not shown evidence of an increased occurrence of fetal

damage.
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4.6 FERTILITY, PREGNANCY AND LACTATION

Effects on fertility

There was no effect on the fertility of rats treated with roxithromycin at oral doses up to
180mg/kg/day.

Use in pregnancy - Category B1

Reproductive studies in rats, mice and rabbits at doses of 100, 400 and 135mg/kg/day,
respectively, did not demonstrate evidence of developmental abnormalities. In rats, at
doses above 180mg/kg/day, there was evidence of embryotoxicity and maternotoxicity. The
safety of roxithromycin for the human foetus has not been established.

Use in lactation
Small amounts of roxithromycin are excreted in the breast milk. Breast feeding or
treatment of the mother should be discontinued as necessary.
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4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Paediatric use

In young animal studies, high oral doses of roxithromycin were associated with bone
growth plate abnormalities. However no abnormalities were observed in the animals at
doses resulting in unbound plasma roxithromycin concentrations that were 10 to 15 times
higher than the unbound concentration measured in children receiving the therapeutic
dose. The maintenance of such safety margins is primarily dependent on high affinity
binding of roxithromycin to plasma alpha-1-acid glycoprotein and will be compromised by
any circumstances attenuating the extent of this binding. It is recommended that the
approved paediatric dosage regimen (i.e. 5 to 8 mg/kg/day for a maximum of 10 days) be
adhered to strictly.

Neutropenia was observed in children treated with roxithromycin. 31.6% of 402 children
in clinical trials had a neutrophil count below the lower limit of the normal range
(3500/mms3) at the conclusion of therapy with roxithromycin. Of these, 4% had a neutrophil
count of less than 1500/mm3 and 1.2% had a count of less than 1000/mma3. It is not known
whether this is an effect of the drug or whether it reflects a normal fluctuation of the

neutrophil count or a response to infection in children.
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