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ASSN W%@ﬁ&@%ﬂ#m®ﬁﬂ_owTi\%@ﬁ4h747%%§%T5:&0

3. AiERUVHAE
(1) AERUVHAZEDMHER
(FPUEFRE (B FYIEFRICKDRBEEEE) )
WE. RACIEA b= — L LT, 17— e LT, 11250mg & 1 H 2[5, 10 AR

BAEE5,

RIS R R SAE)

W, RACIEA he=FY— L C1H500mg % 1 H 3T 4 EfEOEET D,
<@%ﬁﬁ%>

W, RAIZIEA r=FY— 1 LT 11H250 mg 2 1 H 481X 118 500 mg % 1 H 3 [al,
10~14 HRE O 535,
(HaETER=AE)
W, AT A b=y — e LT, 1H250mg 2 1 B 3% 1[E500mg % 1 A 2[4
7T B A&RET 5,
GCYENRCVE RN 4=D) -1 37
TEXTVVY KW, 77V AuavAf o kN m Ry A e B ORI L DY
:N&&~-Hm9@%i%$ﬁ$&%@ﬁA

B, RAIEA be=F Y — 1 LT 1H 250 mg, 7EFT VUK E LT 1A
750 mg (Jiff) KO a bR T A e X —0 3FIEFERIC 1 H 2\, 7 HEROKRE
T 5,
(T A —I\FH)
WE., RAZIEA =Y — L LC1H500mg # 1 H 3810 AKEO&KET 5,
7B, JERIZSE LT 1 750 mg & 1 H 3[R AO&K 595,
(Y TIEHEERBRESE)
BE., RAZIEA hr=FY— L LT1[E250mg # 1 H 3[F 5~7 HRERRO#ET 5,

@ RERUAEOREER - R
LR L



4. RERUVBEICEHET HIE

1. Ri% - REICEET 53R
(RhRE3LE)

1.1 RGPS PR EFEEORIERRNH 5oL Z e H DD T, K210 HEZE X
TARANZ 5T 5560 15600 mg/ B LA Lo @ &% G-, BERORBUZ s T
52 &, [22, 912 11.1.1, 11.1.2 ]

(ANYanya—-En) EE5E)

1.2 v bRy T A4 e —E, LTOWTh 1 HZ2RIRT 5,

YT —)E LT1H 30 mg
A AT =l LT 1120 mg
« FGRF5Y—F Y AL LT 1H 10 mg
Y RAFFY—LL LT 1A 20 mg
RN TP LT 11E 20 mg

5. ERPKALE

(1) BRERT—2/1\vir—o
A% L0

(2) BRPREEIEER
BRI L

Q) AERIGIFERAR
MR L

(4) HREEAIEAER

1) BIERIIAER
M EE R L

2) REMHER
M ER R L

() BE - mARRIEER
BRI L

(6) AEAER

1) FERAMERE (—REABGEHE. BECERAMERE. EARELRATR) | BERTR
T—EAR—ZARE. WERFTRERABROAR

AR
2) RABFHLELTERFENDARIIIERE L-AE - KBOBE
PPN



(1) Zhith

1) bV =EFRE (BB R 2EF A2 LD EYYE)
FFREAmAS R 31T DA 2hEREm e 4 337 I, TAHIRIL 96.4% (325 ) Th o7z,
F7-. T HBERITA DRS00 284 B 14.1% (40 ) TH -7z 18,

®V—1 BEBEKDE
IR B
IR | oy | VAR | FAVERTH RGeS
wpppy | EPE (%) wgpy [REFIBLTTo)
337 325 96.4 284 40 14.1

* IREE (%) = (GBmEIEA R E1%) X100
%1974 4 7 A HEE, 1976 4F 10 H HalAfhiE 5

2) WERMEREIRYLIE, BUEIGSR., 7 A — N[, T v 7OV R BURYYE
KIEE DLV R O NEDBAUERIZ OV T, TEFE L O MBI & AR - E# s
SNEERRET SR NHFESORYMEIR D HEE A ha= Y — /L (FREMERE, 7 A — IR,
T MEEREYYE, 7 n A M) DU L T 4 7 4 YVEIERR ORI | BT 5
e,
3) AHEEMEREE
ABED LM L O M OFRIUEBRIZ OV TIE,  TEER OB O @O AZKGREE - #IsFh
HIRFTEE AFHFE~OZYMEIROWEE - A ha=4 Y —/L (GlEMEEEDOEEEN) |
BRI H L,
4) BIEE - +THRBEBICRBIT 2~ ay X — - va U RYYE
Ta bRy TA e B =TTV VKM A v e =K — VR E
(PP1/AM #1E) 1I4AGRORE - HE (bR A e ¥ —8gHEFTESF VY
VOKFNY) 750 mg+ A hr =% —/L 250 mg 1 H 2B, 7 HfE) 2B\ T, 81.7~100% D
BRE DR DG ONDEBETH D Z LB STV D,
N PR ML AR A B sk o B e (1121 Bz s = dnig



VI. EXNREICEET SHE
1. REZMICEESHSHELAMIIELEYH

F=F =
R BED D DB OREE « ZIRFIL, KHOBETHRLEZEZMT L L,

2. ZEBE{EMA
(1) YEREBGL - YEFARR
1) {EREET
PR B R OPEAE A
A ba =8y = 3R R IE AN ORBLEITCRIC K > TEITE X, = e V{bay
(R-NO) 1ZZ1tT 5, Z® R-NO 2Pt ER R OBitE 2 o~d, £72. BUSO@H T/E
FLTob Ru¥s 720078 DNA 2 L. DNA b Ao R g bz in < ol
2) HEPREH
Trichomonas vaginalis \Zxt L. HUF B/EH Z2 x4 2]

(2) ENEEFTDHHERBE
1) Bt bV a2+ AEH (in vitro)
O FEAERRICXT T DR
24 FEMLINIZ B U 3B F R Z 99% T DI BT A HR/MNREIZA hrn=F Y —L
1:400000 (sorel £5h) [13]
@ RS BERRIZXT 9 2% MIC 5346
RVI—1 BRERSBESRICHT B MIC 937 [14)

196443 AUIRRICHBELT-IE N Y =8 | 1961 4F 5 ASBEDOE R Y a5+ %
F AR5 MIC 454 (49 #K) RAFERIZXI 95D MIC 534
MIC (ug/mL) ¥ (BRERASHA)

0.39 2

0.78 14

1.56 23 1.56~3.12 pug/mL

3.12 9

6.25 1

MIC : /& BRI

2) ¥i vV == AEM (in vivo)
=hRAIFY—NFR (A=Y= = N IXTVUE F=Y—)1) |2 0.78 ug/mL
® MIC %7~ Trichomonas vaginalis #%% 37°C, 48 FFfijis#& L. £® 0.5 mL %~ 7 A
W THR L, FRFICA hr=FY—L =N IX T F=H Y= LOKHEANET Y T
&V ~r R (n=10/Ff) 12 0.78, 1.56, 3.12, 6.25, 12.5, 25, 50, 100 mg/kg/H % 5 HH
Beh L7, 7 HBICERESMORFTIREEAROAE, FRAOFBEEELE LHE LT,
ZOREE., A hr =&Y — L 12.5 mg/kg TR R PEMEETF AL A B 1L L7z 15])
Ve A AR TE



Q) 1ERFRIERRR - Friuhef]
EER R L



VI. EMEREICEY 5EE

1. MmREOHS
(1) aEEEMEmhiEE
RSB L
(2) BRABTHRESN-MdRE
1) H[E#E S
BERELHE B BIIC A b m =4 — L PIREE 250 mg & BIEIRE A B G L7 & & O MR &
BIVI—1 (2R3, Mrhms i 2 Wil fed i 7% L7 16l

FvI—1 #0O0%5E0mpiRE

(ng/mL)
e TR (UL )
3
w3
S
] -
1 I 1 i gi\%w
0 1 2 4 6 12 94 36 (hr)
HFR
2) KEHZG-

e Lctt 7 Bl A br =&Y — L NAREE 250 mg A ZEMERER G- L, LItk 12 B LT
250 mg 1 H 2B 7 ARG Uiz, {LFRERIEIC Y M RE 2 5P R OG- T
2 HH®F 9 BiCH 7z 0 HEigailE Lz,

i AP EE L 2 MR Bl 20.2 pg/mL Z7R U, L FPIC RREREEIE L, & 5-1% 12 BB
IZBWT S 4.5 pg/mL 2R L7,

Z D% 12 RefR OB GBI, B 558 5 A Tl em a2 2 Les, §6. 7 H
ICITBATREICE L, L o Tz BT

3) st
R L

@) BF - HARORE
B L

2. RMEERK/S A —%
(1) B3
DR L



(2)

)

(4)

®)

(6)

IR LSS E TE 340

EER R L

HREEEH

EER R L

9IVTF7S R

YRR L

DMER

DR L

Z DAt

EEE R L

. BEHE (REaL—>av) @&if

(1

(2)

PRI 7735

EEE R L

TG A= EHER

AR L

. BRI

AR GIZ LD IEE LIS h b,
7 v MIBAREGHE, H - T HEE» ORI S ERNT, fh2ORFcBITL, ek E LT

R R S, ISR Y B A SUCHEIIR S 5, AR/ MG CleRIC TS 18]
K]

(1

(2)

1 ;% — A B P& @ 14

e~ A (albino 52, n=12) (2 UCHEF#H A hu=4%>—/L (3.0uCi) 0.18 mg/kg % FFIRA
5%, R ARH LTI V4T v A IS X 0 BEHEIEZRIE LT, ZOfER, ko
SHEIIE CIE, M 2 I RO HETRE LU AR B, 4 BEREILL 8 - Ty [19])

£7-. v A (albino &, n=7) T UCHFik A hr=4%>—/L (3.0uCi) 0.18 mg/kg %
RN G%, A— IV F T 7 0 —IEIC X VR Lin, Ok, IMEEE T/ O
B TR bR L 0D Sz 19

b, FEICERERRBOH 5 BEH WREOBFEZRL) IS THD, (VL2 &
WA &2 OBl | OIS )
iR — ke RE Y& @

O MEBHAE R 0 5 A b r =2 — LNREE 200 mg* & 3 B T L KL LT, B
24 BIO M AP 2 RIE Lz & &, FA RO PR E O FHEITR 6 pg/mL TH Y, MBI
il L TRIBICBATT S 2 L8R b R0 E A L7 —4) . (1VIL6.(5) 4]
DIES )

* o KEAMVHE - & (TV. 3. HELKOH&E] OHEBH)



@) Et~DBITHE
SRR 22.5 sk ORI OVE% 5 H OFER 10 a3 O, BBLUZ A Fu =Y — L NREE
200 mg* Z HERE O EE U, 4 W] 2 &2 U CRELR L OS AE IR o i~ DT 2 JIE L
7oo FERLF ORI BG4 4 B H CTiX 3.4 ng/mL, 8 BRI H CTIX 2.2 pg/mL, 12 FFEH™
TiX 1.3 pg/mL TREROIMA & [FFREICEAT L7223, BrA R oo mhiR B 1T R LT ~
0.4 pg/mL & fRed THETH - 7= 21 GHIEE: © polarography) (AEAIZL D7 —%)

( VI 6. (6) #Z3Lim) DHZM)
YE ;5 T H

* o AKGEAMVHYE - HE (V.3 FIEKOHE] OESMHR)
4) BEHR~DOBITH
M ERR L
(6) TDMOMEHE~DEITHE
D ERN~OBAT
I NRFABERFE 1B 3~5 Bl A b r =4 — LNARSE 250 mg # HERE &5 Lo Ha 0
BRI LI, 1 e ME : trace~1.7 (V%) 1.0) pg/mL, 2 F§fiife : trace~4.1 (*F-4 2.6) pg/mL,
4 WF[EME : trace~2.3 () 1.0) pg/mL, 6 KFfE : trace~1.2 (°F#) 0.4) pg/mL TH Y |
BENREATIE 4 R £ T2y Ze U shB B &0k L7= (161 (75 - bioassay)
2) JRHE~OBAT
Aotk 3 BllC A b e =&Y — L INARSE 250 mg & HLEIRR O 5 L7 & & O R e EiE,
0~6 PRl : 3.4~11.2 (CF#%) 7.9) mg, 6~12 FFMHE : 6.2~11.1 (£ 8.1) mg, 12~24 ¥
i : 8.7~5.2 (V14 4.6) mg, 24~48 B : 1.2~3.0 (F#92.5) mg Th-7= 16 (e
% : bioassay) ,
3) i~ DBAT
AN BME 10 Bl A =4 —)L 1[0 200 mg*% 1 A 3[E*7 AR OKEE L&, £
O 8 W% ORI L 4.8 pg/mL Th - 7= 21 (HEHE : polarography) (HEAIZ L5

T=4)
* o KRRAMVHIE - HE ( TV, 3. HERUHE] OHEZM)

4) Z OMOMRE~DOBATIE

O K~ 7 A (albino &, n=7) |Z UCHEi#Hk A hr=4>"—)L (3.0uCi) 0.18 mg/kg % F#kMN
Beh5%, A= IO A T T T 4RI LV g ERG L, TORRE, FIRNES
0 7oth. NPl H. BEBE. Bl L0 & EBEHEYER b7z, R ok & Tk
DTG L Z 0, 24 R CIIAFIK, MERR, LR, BigicB W T &
DB EIREICA DN, T2 RefZ ITITIFIRO 2 A S ATz, BRI C UM M OWE R 8
TR bR L DD bz 19

@ M= A (n=5) IC UCHEF#A br=%>—/L (16.9 pCi) 1.0 mg ZHEHFIC L v KROEKS
B, A= NI VAT T T 4 BT R D BRE M ARG LT, ZOREE. HLEICE Y &VE
PEAR T & LT AT IR G- DB & B B RFEN - 7= 19

@ Mt~ A (albino &, n=12) |Z UC1Ei#k A b =4%">"—/L 3.0 uCi ZFIRNI 514, s %
LTI VAT v B A B X0 EATEEZE Uiz, 2 ORE, TR, MERR, MR,
BB AIEESMIERF L0 bE <, D7 & bESTE 24 R ORISR L EF - T
W5 Z &R LT 9



@ WEZ v & (n=20) IZHY 728D 50 me/kg 1 [FHRH G- L bioassay (& 0 JIE L7,
B 51% 3 MR ENER > FFiE > % > MERAR > MDA TH Y . 6~12 FFREME & = OHE|A %
b=, LaL, 12 B IIIWV TR O bIRE TH - 7= 221
(6) MIFEBFERE
FHBEHTEC THE S - R AR S E1E 1 pg/mL ORE T 8.1%. 10 pg/mL ®
PG 11.2% T o7 23 MEAZ L BF—%) |

. K
(1) B R R BHREE
1 RHEEAL . B LTI CR#E S hp 24,
2) R
MY aEFRBREEICA Fa=FY—1250mg % 1 H 3[E*HRAOKSE L, 24 iz iz
VIR AEBRIURE 2 Bt L, 205, RPICHEtE - = e R 2 S0 RE D, RE
bDOA b= =V ROZEDT NI v RGN 30~40%% D, 1- (28 Fr¥F T
V) -2k REF U AFA-5=haf IXY—L (E ReXT A ho=x Y —/L : BE))
FOED T NT o U FREESERERE T 40~50%% 5H7- 24 BLEANCL 27 —%) .
/o, B hEARX (B—=2N) FHWEA hr=F Y — OB BT 25Tk, BVI—2
R T LD T, Ao Sy —ramR L B GMEANCE 5T —4)

HVI—2 REER

CHyCH,0H CHyCO,H CH,CH,0C4H50¢
oN_N__ _cH o.N__N_cH oN__N._cH
2 D/ 3 2 }7/ 3 + 2 D/ 3
A — T\ AW
I I m
AhO=&YJ—) o=k

* o KEAMVIE - & (TV. 3. HELK O E] OHEBH)

(2) REIES5TIE% CYP%) OHFE. F5X
t NFI 7 ey —AL% W in vitroifBRIZBW T, EREMTHDI E Frd X ho=4F
= ~DORHNTIEL CYP2A6 2335 5- L T 126])
Q) PEEEHROEERVZDEE

DR L
() RAMOFLEOERR UL, FELE
DR L



1. Hei

(1) PrMEEAL M OV i

T Bk
(2) P
1) Hi[E# 5

faFE Lot 3 Bl A b =& — )LINAREE 250 mg Z HAIRE 05 L7z & &0 48 Bl £ T
PROERSRIE, AW EIETE Tl 9.2%., EFIYE BETIE 830.6% Th - 7= 161

2) G

ffe et 7 Blic A ba =Y — )VINARSE 250 mg & ZEMERER G- L, DAtk 12 BEE 2 &1
250 mg 1 H 2[R 7 A Lo, {LFPRERIEIC LD | IRPIRE 2 B G P RO G%T
2 A HOF 9 AICH 0 EGHIE Lz, ZOREFR, BU—1 17T B0 12 FEHFEREO &5
M, R PEIRIIR G 1 B0 D8 5 B £ T3R5 ED 23.56~49.1% & M FEE EFITE
UL, 256, 7 BICIFZEE&ED 51.0%, 51.5% T —ELRolz, HEKTHDE S, 9 HIZ

IR 58D 8.3%., 1.7% Th 7= 17,

RM—1 A +A=FY—)LAMERSE 250 mg 1 B 2 [@ 7 A& 5RO Rkt

yh 5.1 TR PE & TR PEE R
(hr) (mg) (%)
0~ 6 302 + 7.99

1A 6~12 279 + 4.05 23.5 = 3.00
12~24 592 = 4.44
0~12 692 * 5.19

ES =+

#2H 12~24 777 £ 5.70 29.4 = 2.26
0~12 861 = 7.74

£ =+

#3H 12~24 935 * 1052 35.7 = 3.41
0~12 102.2 * 13.94

Yivard +

H4H 12~24 111.0 + 16.96 42.6 = 6.11
0~12 1211 * 19.65

Yivard +

#5 H 12~24 124.6 + 1954 49.1 = 7.64
0~12 126.7 = 23.73

i +

#6 R 12~24 128.6 - 18.98 p1.0 = 8.66
0~12 1289 + 21.39

ES =+

#7H 12~24 1285 + 20.72 L5 = 8.38
0~12 290 £ 3.41

Yivard +

# 8 H 12~24 124 =+ 1.05 8.3 = 0.8
0~12 63 = 184

Yivard +

# 9 H 12~24 21 + 032 1.7+ 0.22

8. 3

>
EERR L

AR—E2—ICBY H1RHEH




10.

11.

BFIC & HREE
DR L
B #)

MEENT 25 T TV D BERERE E 2 F 32 BE 40l A hr=4Y —)L 500 mg % 30 43/>
G C R AR EE U, HRSEEHEEA O MRS LY. BEROK 45%B3kRE SN
LOWENRDHD LT GHEANCLDT—4)

BEQHREETHEE
LR L
Z Ot

EERR L



I. &% (FREOIESE) ICEHYT 5IEH
1. E5ERBLTDEH
BREIN TR

2. EEREFLETDEH

2. 2 (ROBEIZEEBEELLGNI L)

2.1 BEFEICARBI ORI RT T D@ BoE 2k 2 U7z /B
(fg &)

ARG EELBBIELE Z T RBENnH 5,

2.2 4, FHEICIRENIRBO DL BE WMIEREORBEZR)  [HRMERIERNH & bl
HZENHD, ] [7.1, 9.1.2, 11.1.2 ]

(fi #1)

2012 4 8 H ozhie «+ hRFOBMAGE (MIRED 1TfEV, M, FREICHRERREO® 5848
B LTI ScE CR, 3, i, fA) TIRERICRESH TRV L0, ERNAORITE
TR IIMN, BEREICHERRR O 5 BE TOEREZRPHRAARRREROERE L H Y | L
RGBIEDIRDEFI RO DN TWND Z L b, I, FHICHENERDOH 5 BED 5 LINIEE
DEREZRE, JlEmEERE U THERENE L, bk, BIER S MEBGIX, Lo
PR EIEZECHBENOHLHEERFEERTH Y, RANC L HIEEO LN E N E B X
BNDZ END, PR EEDORIUCEE L L TARIEENTREL 725 X 5 MIBEOBE
Z VL 6. HEOYERAATHBEICHET2HE] OBICHE L, £/, PHRESICEET
HEEME Z (LT A7, TV, 4. FERKOHEICBE#ET 27EE) KO TV 8. (1) HEAZ
RIVER & ATHIER ) DI PHXA R BEE IS B 21 E &850 LT,

2.3 MR 3 H H AN O Lt (st 0s et 2 BRl D &l S 2 5B O5E13R<) [9.5.1
ZR]

(g &)
BIRASOREI AR, MRz LB IR~BAITT 2 Z e miE s Tin g,

3. BEERXTHRIZEET HFE L ETDEA

(V. 2. BRESIINRICBIE ST DR 23T 5 2 &,
4. AERUVABAEICEEYT 5IELETDER

(V. 4. HIEAOHEICBEES TR 220725 &,




5. EEGERNITE L EDER

8. EELEFNIE

(RheedtE)

8.1 AFNDOMEHICHTz» TE, MWEEOREIEZY 720, JFHAlE LT ME2mR L, &K
TROIRHR L Z i/ NMROBIR O I L £ Z L,

(ZhaeE)
8.2 HIMEREA ., KD NEH NS Z ENHLDT, EMNCIMEHRE 2 EfET 57
L. BEORREEZHICHEETHZ L, [9.1.1, 11.1.6 &[]

(fig &)
VIL 6. (1) AOHE - BEFEES O H 5 EHE ] KO0 VL 8. (1) HEAZFANEM & 9IRER) OHES

(%hRE3 &)
8.3 IFHEREREENH LD Z ENHHD T, THHIHTHEEME 2 Efi§ 570, BED
Rer2+olcBigg+s 24, [9.1.3, 11.1.7&H]]

(fi# i)
V. 6. (1) AOHE « BEERES 0 H 5 8E ] KO TVIL 8. (1) EXRZEIWEM & WIHIGER ] OESR

(ANYanya—-En) EEGE)

8.4 Jyu b AR TA X — (FUIT T AT T =) TS T — L)
FNIDL ZIRAT TG —=NVIIR ) TTHF ) ROTEF VY K OEAF LI
FEH SN TWAERH EoOREEZLTHEGRT 5 2 &,




6. REDEREFITHBEICHTHIR
(1) &BHHE - BEEZEOHLESE

9.1 A6t - MEEFOHLEE
9.1.1 MARKREDHDEE
HIMERD . DR H b D b5, [8.2, 11.1.6 ]

(i &)

2012 4F 8 J] DARE « SR FOBIMAGBIZHV, kR L STV cBFHE~OR G2 L L
TOEANDLL N0, BEROHEDORE L2 T 7, MERED S 5 BE T L T, R
3 Cko 28, i, fA) TIEIERICHRESNTE LT BN ORINER SO STk S O 1
WIZRNT Y, MiERED & 25 BH TOMEBEEREH ORBIEGNTRRD b rinoT,

LU EDORERBRERICEES & | MR D & 5 BEITHOWTIE, AMEKA . A BRI D FEHLIZ
HEE L ETARIEREN LD LS5, VL6 HEDHEREATLEFICHTLER] OHE
(CRE LTz, £/, BB G PR CBE EEE 25 k3 572012, TVIL 5. B
IREARER EZOBE ] KO TV 8. (1) BEARZRREIEM & AIHER ] OB AMERED, 4
BN BT 2R AIBRL LT,

9.1.2 MMiREDBE
FURIRRIER DY b Db s Z R 5, [2.2, 7.1, 11.1.2 B3]

(fig  #0)
VI 2. 22 NEEZOFE] . V.4, HELKOHEICE#ETAER] KO VL 8. (1) #EX
7RRIWER & WIHEREIR ) DIARZR

9.1.3 a5 4 VEEERDESE
FHEDOTFFE X ITAEITF RSN LETICELZnH 5, [8.3, 11.1.7 2]

(fiF #1)

WAMZBNWT, A hr=F Y —VEFEEGZER Lo ar A VEBEOBRFE T, H£5%04
B RER DR BLZ F 5 BOE Zptn)f & G e, EE O EME T 2MTF R 2 0RERNHE ST
WHZ EnD 2812016 4 10 AL, BMEKST (EMA) OERSLEEHEY 275 HiE B2
(PRAC) LV, WEROUGTEIE N RESNTZ, ZOREEZREE LT, BKTA hr=4
V=V EA RIS OR SCEDOWETHAThIL TN D,

BURE SIS B W T EN TOREFRE X2V 2D K 9 2o O bR SCHRTE 2 B &
Z, ENIZENTH VL6, FFEOEREZATHEREICHETHER] OHIZ a7 A VIEFERHOR
FaBERL L, EEMEAITI 2L L LT,



(2) BHREESEE

9.2 BEHEEEERE

9.2.1 MKBHEE
ARIOEFHNCB T, A hr =& —L 500 mg O H[R]SFHEEFHEEZOMEEITICL Y .
PEERDR 45% MERE ST L OWENRDH 5 127,

(3) FFHRElEE R

9.3 FrikRElEEEE
MHREN AL, EHREBT 26200136 5,
(iRt i)
A b= — VESHR OB SGE CTORRICERHICEES L MEH EOEE] OFLHEMRILZ
P L7RE SR, [ — oy CREGARRE N B 72 2 RKFNZ O T H RO NE 2B L, {EE A2 Mk L7,
Z #]
% : Muscara, M. N. et al. : Br. J. Clin. Pharmacol. 1995 ; 40 : 477 (PMID : 8703652)

(4) HMEREEET HE
RESI N TR
(5) tEim

9.5 1T

9.5.1 IR 3 H ALIRD XM
BH LW b 277 LERIEN G2 RE 2 &k SN A EEOBA TR, [2.8,
16.3.2 /7]

9.5.2 1IR3 n AZBE-KM
1B EOAREMIENERMEE RS LU SN D580 53528, [16.3.2 B3]

(6) RELIF

9.6 R7LMw
BEALZRWZ ENEE LW, REELPA~BTT D Z el ST, [16.3.3 ]

(M MR

9.7 MR
NSRS & U T BRIRARBRII S L TuZany,

9.8 SinE
—RICAEFREREDMR T LTV D,




1. tHE{EMA
(1) GHRZZLZOER
RE STV
(2 HtREFELZOER

10.2 HAEE (BRISEEI S L)

AL ERERAER - JE B FEF - RN T
Ta— BEES ORI . AR, WA | AL T L = — L DR H

LONDZENHLHOT, B | BREICBWTT AT E R
SR Xl 2R T 5 2 | BAKERELHEEL, M
&, F7E N7 AT e REE
 EREES,

U b FenragfaidHm (WK | DAV T7 4T 5=Tva— | U MFergaidEl (N
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(PR B 1500 mg | #lEl& 5-BH46 3 H H UBEABT, REGEE CREMEEE R
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FERMRIE | 23 2 1],

[ R R REIEIRE R 28 1 BIEERE SN TN D 2 &b,
HIZ [ mesR fEstmtigiE (Toxic Epidermal Necrolysis : TEN) | |
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#4522 A H R E N HBL L, N o~ v R G Tk
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MHER OSMERE O D A B D5, IRFER L
FERBRO B AR SEM - FRR 0, BRCIEr 75/
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o#H# |AST (GOT) (IU/L) 18 17 60 63 44 60 43 16
ALT (GPT) (IU/L) 35 18 19 15 18 30 29 13
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B 5-B bk e .
78 H i 7HH
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5 ~E/a 'y (g/dLl) 14.5 15.5
HiIR AR A H ek (/mm3) 3900 9000
AR M/ EEr (X 104/mms3) 20.2 19.9
miE+ b U v A (mEg/L) — 140
miEs v w2 (mEg/L) — 3.4
fy% 27 72—/ (mEq/L) — 103
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FWM—1 1279860, N 2EF RIEIHT D FablifE R 2361 2 MR ilx 541

BIVEIL 304 5 (31.4%) 1ZR8H Bz 1831
RW-1 BHERDOHEFTRR

22 MERIA ek S 5145 968 #i

RIE I 58 BB 5 304 1

RIE R B2 304 1

BRI B =R 31.4%

RIVEA ofE FBUFIHKL B (%)
EE 75 7.7
BARAR 73 7.5
B ImEE 32 3.3
TN 73} 31 3.2
ERHIE NN 23 2.4
RAE « T 19 2.0
EL Y95 10 1.0
TRTE S 6 0.6
PO i 8 0.8
A 5 0.5
HN% 4 0.4
il 10 1.0
fERY 1 0.1
i 3 0.3
G 4 0.4
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(1) BREREAICE D 1Bk
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X. JFEREREERICEEI SHEA

1. REHEB
(1) ZFEhFEHER
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Symptomatic Trichomonias is

FLAGYL is indicated for the treatment of 7. vaginalisinfection in females and males
when the presence of the trichomonad has been confirmed by appropriate laboratory
procedures (wet smears and/or cultures).

Asymptomatic Trichomonias is

FLAGYL is indicated in the treatment of asymptomatic 7. vaginalis infection in
females when the organism is associated with endocervicitis, cervicitis, or cervical
erosion. Since there is evidence that presence of the trichomonad can interfere with
accurate assessment of abnormal cytological smears, additional smears should be
performed after eradication of the parasite.

Treatment of Asymptomatic Sexual Partners

T. vaginalis infection is a venereal disease. Therefore, asymptomatic sexual partners
of treated patients should be treated simultaneously if the organism has been found
to be present, in order to prevent reinfection of the partner. The decision as to whether
to treat an asymptomatic male partner who has a negative culture or one for whom
no culture has been attempted is an individual one. In making this decision, it should
be noted that there is evidence that a woman may become reinfected if her sexual
partner is not treated. Also, since there can be considerable difficulty in isolating the
organism from the asymptomatic male carrier, negative smears and cultures cannot
be relied upon in this regard. In any event, the sexual partner should be treated with
FLAGYL in cases of reinfection.

Amebias is

FLAGYL is indicated in the treatment of acute intestinal amebiasis (amebic
dysentery) and amebic liver abscess.

In amebic liver abscess, FLAGYL therapy does not obviate the need for aspiration or
drainage of pus.

Anaerobic Bacterial Infections

FLAGYL is indicated in the treatment of serious infections caused by susceptible
anaerobic bacteria. Indicated surgical procedures should be performed in conjunction
with FLAGYL therapy. In a mixed aerobic and anaerobic infection, antimicrobials
appropriate for the treatment of the aerobic infection should be used in addition to
FLAGYL.

INTRA-ABDOMINAL INFECTIONS, including peritonitis, intra-abdominal abscess,
and liver abscess, caused by Bacteroides species including the B. fragilis group (B.
fragilis, B. distasonis, B. ovatus, B. thetaiotaomicron, B. vulgatus), Clostridium species,
FEubacterium species, Peptococcus species, and Peptostreptococcus species.

SKIN AND SKIN STRUCTURE INFECTIONS caused by Bacteroides species including
the B. fragilis group, Clostridium species, Peptococcus species, Peptostreptococcus
species, and Fusobacterium species.




GYNECOLOGIC INFECTIONS, including endometritis, endomyometritis, tubo-
ovarian abscess, and postsurgical vaginal cuff infection, caused by Bacteroides species
including the B. fragilis group, Clostridium species, Peptococcus species,
Peptostreptococcus species, and Fusobacterium species.

BACTERIAL SEPTICEMIA caused by Bacteroides species including the B. fragilis
group and Clostridium species.

BONE AND JOINT INFECTIONS, (as adjunctive therapy), caused by Bacteroides
species including the B. fragilis group.

CENTRAL NERVOUS SYSTEM (CNS) INFECTIONS, including meningitis and
brain abscess, caused by Bacteroides species including the B. fragilis group.

LOWER RESPIRATORY TRACT INFECTIONS, including pneumonia, empyema,
and lung abscess, caused by Bacteroides species including the B. fragilis group.

ENDOCARDITIS caused by Bacteroides species including the B. fragilis group.

To reduce the development of drug-resistant bacteria and maintain the effectiveness
of FLAGYL and other antibacterial drugs, FLAGYL should be used only to treat or
prevent infections that are proven or strongly suspected to be caused by susceptible
bacteria. When culture and susceptibility information are available, they should be
considered in selecting or modifying antibacterial therapy. In the absence of such
data, local epidemiology and susceptibility patterns may contribute to the empiric
selection of therapy.

& - &

Trichomonias is
In the Female

One-day treatment — two grams of FLAGYL, given either as a single dose or in two
divided doses of one gram each, given in the same day.

Seven-day course of treatment— 250 mg three times daily for seven consecutive days.
There is some indication from controlled comparative studies that cure rates as
determined by vaginal smears and signs and symptoms, may be higher after a seven-
day course of treatment than after a one-day treatment regimen.

The dosage regimen should be individualized. Single-dose treatment can assure
compliance, especially if administered under supervision, in those patients who
cannot be relied on to continue the seven-day regimen. A seven-day course of
treatment may minimize reinfection by protecting the patient long enough for the
sexual contacts to obtain appropriate treatment. Further, some patients may tolerate
one treatment regimen better than the other.

Pregnant patients should not be treated during the first trimester (see
CONTRAINDICATIONS). In pregnant patients for whom alternative treatment has
been inadequate, the one-day course of therapy should not be used, as it results in
higher serum levels which can reach the fetal circulation (see PRECAUTIONS,
Pregnancy).

When repeat courses of the drug are required, it is recommended that an interval of
four to six weeks elapse between courses and that the presence of the trichomonad be
reconfirmed by appropriate laboratory measures. Total and differential leukocyte
counts should be made before and after retreatment.

In the Male

Treatment should be individualized as it is for the female.
Amebiasis

Adults

For acute intestinal amebiasis (acute amebic dysentery): 750 mg orally three times
daily for 5 to 10 days.

For amebic liver abscess: 500 mg or 750 mg orally three times daily for 5 to 10 days.

Pediatric patients® 35 to 50 mg/kg/24 hours, divided into three doses, orally for 10
days.




Anaerobic Bacterial Infections

In the treatment of most serious anaerobic infections, intravenous metronidazole is
usually administered initially.

L - & The usual adult oral dosage is 7.5 mg/kg every six hours (approx. 500 mg for a 70-kg
adult). A maximum of 4 g should not be exceeded during a 24-hour period.
The usual duration of therapy is 7 to 10 days; however, infections of the bone and
joint, lower respiratory tract, and endocardium may require longer treatment.
(2018 4 7 HUGTHR)
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4.1 THERAPEUTIC INDICATIONS
Anaerobic Infections
Oral

Treatment of infections in which anaerobic bacteria have been identified or are
suspected as pathogens, particularly Bacteroides fragilis and other species of
bacteroides, and other species such as fusobacteria, eubacteria, clostridia and
anaerobic streptococci. Flagyl has been used successfully in septicaemia; bacteraemia;
brain abscess; necrotising pneumonia; osteomyelitis; puerperal sepsis; pelvic abscess;
pelvic cellulitis; postoperative wound infections.

Other Indications

Oral treatment of urogenital trichomoniasis in the female (trichomonal vaginitis) and
in the male, and for the treatment of bacterial vaginosis. The male consort of females
suffering from urogenital trichomoniasis should be treated concurrently; all forms of
amoebiasis (intestinal and extraintestinal disease and that of symptomless cyst
passers); giardiasis; acute ulcerative gingivitis.

Mk - &

4.2 DOSE AND METHOD OF ADMINISTRATION

A maximum of 4 g should not be exceeded during a 24 hour period. Dosages should be
decreased in patients with severe hepatic disease; plasma metronidazole levels should
be monitored.

In elderly patients the pharmacokinetics of metronidazole may be altered and
therefore monitoring of serum levels may be necessary to adjust the metronidazole
dosage accordingly.

Oral

(Summarised in Table 1)

The tablets should be swallowed, without chewing, with a draught of water. It is
recommended that the tablets be taken during or after a meal. Flagyl tablets may be
given alone or concurrently with other bacteriologically appropriate antibacterial
agents.

Treatment for 7 days should be satisfactory for most patients but, depending on
clinical and bacteriological assessment, the clinician might decide to prolong
treatment, e.g. for the eradication of infection from site which cannot be drained or
are liable to endogenous recontamination by anaerobic pathogens from the gut,
oropharynx or female genital tract.
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Table 1 - Flagyl

ORAL DOSAGE

Infection Duration of Adults and Children 7-12 Children 3-T Children 1-3
dosage in children aver yEars yEIrs years
days 12 years
Anaerokic Infechions [reatment) T 400 myg theee 200 myg three 100 mg four 100 my thres
times daily times daiy tmes daily tmes daily
Urogenital tichomoniasis T 200 my three 100 myg three 100 mg twa 30 my three
ar times daily 2 g times daiy tmes daily tmes daily
Tao prevent reinfection the consort 1
should receive a simiar course or
treatment concurrently.

If treated during the 2nd or 3 When repeat cowrses of the drug are required, it is recommended
trimester, the one day course of that an imterval of 4 o & weeks clapse between courses and the
therapy showld not be used as i presence of the ichomonad be reconfirmed by appropriate

results in higher serum levels which laboratory measwres. Total and diffierential leucocyte counts should

reach the fiztal circulation. be made before and affer re-treatment
(see PRECAUTIONS, Usen
Pregnrancy)
Bactenal vaginosis 1 2g daiy - - -
or
T 4400 my three - - -
times daily
Amboebiasis ] BOO mg theee 400 mg three 200 mag four 200 myg thres
al Irvasive imtestinal disease times daily times daiy tmes daily tmes daily
in susceptible subjects.
k] Intestinal disease in less 310 400 myg theee 200 myg three 100 mg four 100 my thres
suscepticle subjects and chronic times daily times daiy tmes daily tmes daily
amoekic hepatits.
c) Amoebic lver abscess, 5 400 myg theee 200 myg three 100 mg four 100 my thres
also other forms of exira-intestnal times daily times daiy mes daily Bmes daily
amoshiasis.

d) Sympiomless cyst passers. 510 400mgto B00 200mgtoc400 100mgto200 900 mg to 200
The wpper range of dosages and myg three myg three myg fowr times my three
duration of freatment seem to ke times daily times daiy daily Bmes daily

necessary in temperate climate

couniries.
Giardiasis 3 2 g daiy 1gonce daily  ®00mgonce 400 mg once
daily daily
Acuie ulcerative gingivitis 3 200 mg theee 100 mg three 100 mg two 30 my three
times daily times daiy mes daily Bmes daily
Surgical Prophylaxis

Note: Prevention of infection at the surgical site requires that adequate tissue
concentration of the drug should have been achieved at the time of surgery. The doses
and route of administration should be selected in this case to achieve this objective.

As an oral ingestion is often prohibited 12 hours or longer before surgery, and it may
not be practical for a variable period following surgery, tablets are not considered to
be an appropriate formulation for prophylactic use. However, if oral intake is not
contraindicated and is feasible following surgery, 400 mg may be taken one to two
hours before surgery and repeated every eight hours for 24 hours.

The corresponding dose for children under 12 years is 100 mg to 200 mg for 1 to 7
years, and 200 mg to 400 mg for 7 to 12 years one to two hours before surgery, repeated
every eight hours for 24 hours.

(2018 /£ 5 A 17 ALETHR)
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Pregnancy
Teratogenic Effects

There are no adequate and well controlled studies of FLAGYL in pregnant
women. There are published data from case-control studies, cohort studies, and
2 meta-analyses that include more than 5000 pregnant women who used
metronidazole during pregnancy. Many studies included first trimester
exposures. One study showed an increased risk of cleft lip, with or without cleft
palate, in infants exposed to metronidazole in-utero; however, these findings
were not confirmed. In addition, more than ten randomized placebo-controlled
clinical trials enrolled more than 5000 pregnant women to assess the use of
antibiotic treatment (including metronidazole) for bacterial vaginosis on the
incidence of preterm delivery. Most studies did not show an increased risk for
congenital anomalies or other adverse fetal outcomes following metronidazole
exposure during pregnancy. Three studies conducted to assess the risk of infant
cancer following metronidazole exposure during pregnancy did not show an
increased risk; however, the ability of these studies to detect such a signal was
limited.

Metronidazole crosses the placental barrier and its effects on the human fetal
organogenesis are not known. Reproduction studies have been performed in
rats, rabbits, and mice at doses similar to the maximum recommended human
dose based on body surface area comparisons. There was no evidence of harm
to the fetus due to metronidazole.

e

F—=ANZ VT O
An Australian categorization of risk of drug use in pregnancy

B2 (201845 H)

ZF SO

A —A N7 U T D5 . An Australian categorization of risk of drug use in pregnancy

B2 : 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 are inadequate or may be lacking, but available data show no

evidence of an increased occurrence of fetal damage.
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KE DA Pediatric Use
(2018 4E 7 A) Safety and effectiveness in pediatric patients have not been established,
except for the treatment of amebiasis.
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