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WIEREHOFG &) (B4 T8 R R SYEMRm) (5D & | P IR O e
HR 7235 Lo FEEMEAZM -7,

(Y any Z—.va U RYE)

5.2 AL, 77 U Au~A v (CAM) M~V a7 22— JIZk LW S 5705,
— WG AT O AR Z MR T — kTR L, e hrRU A e EZ— (PPI)
+7EX VU K (AMPC) +CAM 12 X 20 ¥ EIClE L, PPI+HAMPCH £
m =4 =/, (MNZ) T &2 0HBEDRE RIS D 2 L EO MO ARG IRE
DINRE « DRITHEREAE (ZRERE) EIZRESN TN D

5.3 H MALT U > /8l - AU 2y Z— . o U REREOBEIGE. REY (Lugano EE
SHEOLGFED stage | HLL X)) TH Y., ETHEGNZB T 20T ST
20, BRETERE bRORBLIE 2 01247V, MBS U CHEEIZ2BINGEEITO Z &,

5.4 SRR/ MRIBAE (ITP) : ~Y a sy Z—. va U REREOBEIG & 725 D%, i)
W1 L 2 % 18 Ll L8 ITP JEF Th 5., FRERERE baER % 01
TV, RIS U CEE) 2B INEREITH 2 &

55$%ﬁﬁ ﬁ?éﬁﬁ%%%ﬁ%%:«)2A7&—-BHU%E%%%%WEE@E

IZ KD EM B A21TO 2 &




5.6 ~Vanyy—. v VERAHROMRICEL UL, BEILIC, 1) KO 2) Ofih%
Fhid D5 LERDH B,

D ~YanyzZ—.enl YA LIFOWT A0 5L TR
EEWVY—ﬁﬁ% BERRIE, BREUE, PURIIE. IRFEFER ﬁ% ﬁﬁm LRI E

2) HABSIRAEICLY , BIEHROF AR S D Z & 2R
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. Rk - REICEAET 5EE
(RheedtdE)

52 &, [22, 912 11.1.1, 11.1.2 ]
(N)any 42— - OV REREE)
1.2 v bRy T A4 e —E, LTOWTh 1 HZ2RIRT 5,
YT —)E LT1H 30 mg
A AT =l LT 1120 mg
IR TTZY—)F R AL LT1[E 10 mg
Y RAFFY—LL LT 1A 20 mg
R TP L LT1E 20 mg

1.1 RAHPREPEE | PR EEEORIERN N H 5D TN HHD T, K2 10 HE#BE 2
TARZ 854 256 1500 mg/ H 2L Lo m B G-RH2IE, BRI ORISR

5. BREKHLHR
() BRRT—521\yr—o

% L2y (NHHGEEICEES & BIES - + 8BS - § MALT U >/ E - Rpe i i
DPESRBER (B SRR f MRIBE) - B RS0 NEBRAIIG IR B IC B 1 o~V =

nﬂ

RNy En Y Y, I . R M
MR, ~Y 38y H— e Er ) RYE R ORI A B L E R T 5)
(2) BREREEEER
M L
3) AERGERAR
MR L
(4) HETRORAER
1) APHRIIRAR
MR L
2) LR
MR L
5) BE - HEIHER
M L

QUiE, REGEMEIGR. 7 A=/, T 07



(6) JameIfEm

1) FERAMERE (—REABEHE. BRECERMERE. EARELRATR) | BERTR
T—AR—RARE. HERFTERERABROAE

Y LR
2) AFEEFHELELTERFEODABXITERL-FAE - AEBROBE
Y LR
(1) £t
1) MY aEFRE (LY 3EF R X DEGYE)
FFREAM A S 30T 2 A 2 ERTAT xS 337 Bl 1AL 96.4% (325 f4) Th o7,
F70. R HE RIS 284 Bl 14.1% (40 #) TH o7z 18,

®V—1 BEBEKDE
IR EE
IR | oy | VAR | AV R A B
wpppy | TEPE (%) wgp [REFIBLT o)
337 325 96.4 284 40 14.1

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

2) WERMEBEIRYYIE, BYEIGIR. 7 A — [, T v 7OV R BUBRYYE
KL DLV R O NEDBAUERIZ OV T, TEFE L O MBI & AR - E# s
NIRRT AABFE~OBYMEIR LI BREE : A br=F Y —b (HREMEE, 72—k
W, T NAMFRREIYE, 7 r XA NY TP U LT 0 7 4 VVBEEBROZREEM) | 2SR
T52 L,
3) AHEEVERE
ABED LM L O M OFRIUEBRIZ OV TIE, TR _E OB O @O AKGREE - #Is/h
HIRFTEE AFHFE~OZYMEIR WSS - A ha=4 Y —/L (GHEMEEEDOEEEN) |
EHRTH L,
4) BIEE - +THRBEBICRBIT 2~ ay X — - va U RY9E
Ta bR TA e X =TTV KA v = F Y — VO R E
(PP1/AM #1E) 1I4AGRORE - HE (bR A e ¥ —8gHE+FTESF VY
VKR 750 mg+ A hr =% —/L 250 mg 1 H 2B, 7 HfE) 2BV T, 81.7~100% D
BRE DR DG ONDRBETH D Z LB STV D,
N PR AR A B sk o B e (1121 Bz s x dmig



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. MhREOES
(1) LA mhRE
LR L
(2) ERREABRCTRER S NI MehRE
1) HiE# 5
BERELHE B BIIC A b m =4 — L PIREE 250 mg & BIEIRE A B G L7 & & O MR &
RVI— 1R, MrFi s 2 BRI R f e L= 068 GRIER: - B lEss) |

FvI—1 #0O0%5E0mpiRE

(ng/mL)

10k
3
e ST
R

] 3

1 1 1 i ML—Q
0 1 2 4 6 12 24 36 (hr)
IRF[H] (SE%)4E)
2) KiE#E:

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) BRUGEETEH

EER R L

Q) HERREEH

EER R L

4) 2IVT7S 2R

YRR L

(6) AMEHE

(6)

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% — X B P& 1

e~ A (albino 52, n=12) (2 UCHEF#H A hu=4%>—/L (3.0uCi) 0.18 mg/kg % FFIRA
bt B ERE LTI V4T v B A B X 0 ETEEZRIE Lz, ZOfE, Mok
SHREMIE TIE. h & I REREOBERE L ~ UMD S, 4 FEEL L& & F 5 Tunve 191
£7-. v A (albino &, n=7) IZ UCHFik A hr=4%>—/L (3.0uCi) 0.18 mg/kg %
BRI G4, A— T OF T T 7 4 —IEIC K DBRE Uiz, ZORE R, MR Tl ik & OV
B TR bR L 0D Sz 19

b, FEICERERRBOH 5 BEH WREOBFEZRL) IS THD, (VL2 &
WA &2 OBl | OIS )
% — ke RRE & E S

O MEBHAE R 0 5 A b r =2 — LNREE 200 mg* & 3 B T L KL LT, B
24 IO M AREZPE Lz & & FrERO M REOFEEIZR 6 pg/mL TH Y | eI
i L CHRIICBITT 5 Z o ohiz 20 BLEAFT—%) . (VL 6.(5) i) DA
Z )

o AKGESMVHIE - R (TV.3.(D) HEROCHEDEN] DEEM)



Q) FiA~DFITH
R 22.5 EOREBLR VA% 5 H OFAEN 10 il 2RO, fEHIZ A h e =Y — L NAREE
200 mg* Z HERE O G L, 4 K Z &0 U CTREALR LR O I ~OBIT 2 H1IE L
oo BEFLH OFHJR T B 5% 4 W A T3 3.4 pg/mL, 8 Ffff] H T3 2.2 ng/mL, 12 K] A ™*
TiX 1.3 pg/mL TREROIMA & [FFREICEAT L7223, BrA R oo mhiR B 1T R LT ~
0.4 ng/mL & H#ed THETH - 7= 21 (J5Ek : polarography) (HEAT—%)
( TV 6. (6) #=3Lim) DOHESH)
T : 5 T
*  EKGRAMVAYE - HE (TV. 3. (1) AL OHEOHHE] OESH)
4) BEHER~OBITH
MEE R L
(5) ZothnBE~DBITHE
D BN~OBAT
f NEFABEERE 1 RE 3~5 il A b =% — )LINREE 250 mg % H[ERE O #5 L7235 Aa 0
FEPNIREE L, 1 REHIE : trace~1.7 (¥ 1.0) pg/mL, 2 FRE[HIfE : trace~4.1 (*F-¥ 2.6) ng/mL,
4 WF[EE : trace~2.3 () 1.0) pg/mL, 6 KFffE : trace~1.2 (*F#) 0.4) pg/mL TH Y |
BENRATIE 4 R & CH 2y Ze Ul shB B 20k 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 (1 4.6) mg, 24~48 B[ : 1.2~3.0 (P4 2.5) mg Th-7= 16 (e
% : bioassay) ,
3) KER~DAT
AN BME 10 Bl A =4 —)L 1[0 200 mg*% 1 A 3[E*7 AR OKEE L&, £
» 8 W% ORI EIL 4.8 pg/mL Th 7= 21U (AIEHE : polarography) (hE AT —

Z) .
o KGEBSMHE - & (TV. 3. () MERUHEOEDL DHSH)

4) Z OMOMRE~DOBATE

O K~ A (albino &, n=7) |Z UCHZEi#Hk A hr=4>—/L (3.0uCi) 0.18 mg/kg % FkMN
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

@ Mg~ A (n=5) IC UCHEF# A bn=%>—/ (16.9 pCi) 1.0 mg ZHEHFIC L v REOEKS
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



@ M7 >~ b (n=20) IZH Y 72L&V 50 mg/kg 1 [FI5RH#% 5 L bioassay (2 & W HIE L7,
Pehith 3 IpMMAE I BN > g > 1% > MEE AR > IMONETH D | 6~12 REE S Z O %
W, LavL, 12 BHZ IV FhoEgc bIKETH - 7= 22,

(6) MBEREEE
ST FE TR CTHE SR AR A X 1 pg/mL ORETIE 8.1%., 10 pg/mL @
B TIE11.2% Th o7 231 EATF—2%) |
. K
(1) RREBHERAL B UM ERR R
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 EBRI LRSI Z fE Lo, TR, RPICHRtt Sz = e 2 S REmh . KE
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))
K OZFD 77 v AR EREM T 40~50%% S 7= 24 EATF—%)
Flo, B hEAX (B—=7L) ZHWZA Fa=FY — LORBHIBET D58 Tk, EVI—2
CRT LS A, A—ofR@ = ER L B GREAT—4)

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

* 0 KERANVHIE - HE ( TV, 3.(1) MIEROHEDHDL OEEM)

(2) REICES5T2E% CP%) OHFE. F5X
t NFI 7 ey =A% in vitroifBRIZBW T, EREMTHDI E Frd X to=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/>

T CHBLAREE Uiz, BRI #HEES O MEEIT I L0 . E5EOK) 45% 0 FRE S iz
LoRENRDD 2T GHEAT—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 et 2 BBl D &l S 2 B 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,
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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)
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RESI N TR
(5) tEim

9.5 17

9.5.1 iR 3 n ALLRD X%
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16.3.2 & ]

9.5.2 1TR 3 n REBE -
159 EOFIENERMEE BB S LRSS oR 5T, [16.3.2 5]

(6) RELI%

9.6 ZELIF
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(N MR
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9.8 SkhE
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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
NSRRI TBEAND | Hik) Tx=2/ —LzsE

Do BT HDOTAHRAN LV M
7 NTIT e NEE
¥ EHIES,
CANT 4T A LR (B5ELE) BT | FITI A TH D,
BIERHD,
INT 7 U N7 7 U rOfuEmlER | AKFNXTU LT 7 U D
PR L, ISR H Hbh | #2EL. ToffiE
HZENBD, Ex ERXE5,
UF oL VF U LAOMHPRENER | BFIIAHTHD,
L. VUFTULFERD LD
HIENRHD,
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1996. p2435 (7 /L =2 —)L)
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5-7 A nu v OfEH

AENE 5-7 A w5

DRI N D AREMNH 5, | VoI EE A B S8
HIENRHD,
v ARY v VI ARY COERBE | AFNIX I AKRY D
FREND AREMEN S D, MmpEELs FH 52
EMBH D,
T x )N —)L AFNIOVERBIZT T HARE | 7 = / 7L E X — )LTAR
MRS 5, FIORBEERZE ZHE L,
ZOMPREEZEKT &
ABIERHD,

(f 7
A b a =Y — WESHE DTN SCETORE TR0 125 < MEH LR OFEHEeRb
it L7 R, [Fl— R TR RR D AKEFNZ OV TS FEEROAR 2B L, HE A M
L7z,
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k1 : Nilsson, C. et al. : Bone Marrow Transplant. 2003 ; 31 : 429 (PMID : 12665836)
(TANVT 7 V)

%k 2 : Gulbis, A. M. et al. : Ann. Pharmacother. 2011 ; 45 : e39 (PMID : 21730282)
(FTANT 7 )

* 3 : Bardakji, Z. et al. : Cancer Chemother. Pharmacol. 1986 ; 8 : 140 (PMID : 3791559)
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1.1 EXGEIEA

(RheedtE)

11.1.1 RigsEiEsE
S

Wik Lo, &
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SEAE B
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JEENED SN AT G2l L, @R Es2iro 2 &, [7.1

(fg 1)
(V.4 HIEEOHEICEET HHE] OESR

(ZhREILE)
11.1.2 hARREE (BHEA)
i, AR, SEEL, W, NNKRERH D bND ZENRDH DL, SHoE . BTEE, B
P, ffREREE ., PO L O EO PR & 5 biv, ARANC X 2 ES b GG
i, AFlOBEEZPIETHZ L, [2.2, 7.1, 9.1.2 B]

e
e

(f 7

HARHIIR PR IZ DWW TIE, 200429 A K0 T2 0MoEEE] OBICEISAME BT 2 m ]
& (- HESY) B5aicisT 25 7ER 291 301 (311 [82] (33] [34] (35] [36] [37] [38] [39] [40] [41] b 1_
FUEL L CHEEMLE 2 X > T & 72, 2012 4F 8 A ORhEE - hIREOBIAGIZ W, ZhEE - 2R dH
DWVTHE - HENLE 2D 2 L KO TV E TICER S - et i E O RIVER OFEGIF 2
Wik x, Thicpfbad) &z TERZRIEM) OEICBE L, mEamE Lz, AREEF O
WA RITRT,



FEFIOBEE (P aEANE)

=2 =
u%%%ﬁm LB BIl1EH
ERER (B ) ¢ 541 R Je OVRL
55+ 80 1% | {AMEE K 1500 mg | #IEIFEG-BHAA H TBIEPERAGZR T3 L, AAI 1500 mg/H
*K 30 H# Be5-Bih
(PR B & 1500 mg | #EIEEG-BH4G 8 H B UBEABT, REGEE CREMEEE R
Yoo pEEE | 15 AR wlal¥e 554G 19 B B FREEH ORER 2585, FDP, D # A
R AR ) ~—@fl, CT & TR IR MR %2
DT To, FREARICT 4 v 42—
&~ 5 RR
wilal¥e 554G 30 H B AR 5T
(BeH#&TH) A R L AR R 1)
GG A B RKBR O BT O =0, KA
(WlEFEH#& T 17 B%) | 1500 mg/ H O +% 5755
HHBEAG 15 H H Hh MM E FE L
#BEHHIER) AFH P G-k
Behdik 3 A Sl S B S/ N IKE K A B o D T
N8
5k 6 A% MRI FETT : WMk EZ I T2 T/
A5 KRR D @5 5 Ik 2 e
PRAFAIICIRIR L, RS IR Tl
WETE I 5k 27 A% MRI FEfT : WAz 2 2 5 4
2L 7o fe A kE R D B 5 Ik D Y Ok & T
=8
b5k 33 A% FEMIBARIZAE 5 BEEMERE IS )3 5
U U N, 56
PepE NoawA v B\EEE, ArXRLKY, 87 MU TV N oAk, ~N v
TRV L ULT7 ) A BBRERA LA T a0 Ky

Rt N




(RhRestid)

LD D,

11.1.3 EEMRER BHEAD)
TEHFRAEIE, FEEN, B, HLL - A& 2 W TR S 2t O BE IR 0N 5 b b D

(fg &)

WG SCEOZTER .. K OEMNIZHE T 2012 4F 8 AIZBIIAR S - ZIHE -

R H

ik« BN ORERF] TAA & DRRBIR 2T E TS 2w TEEMERMER | OGN ERShzZ L

mo,

338N a7 N
FEGI OB (BEREPERBEIR)

FEARZ2ENWER ) OIS TR ) 2185 L TR 2 Wil L7z, RRAIZIER O

=2 =
PE - 4l (B PEIE) e 5 11 TRt K ML &
Beda0fC | IF 7 A — | 2000 mg | ¥lElF: GBI A 7 A= MEFARE I T AR
I 14 B AF 2000 mg/ H # 5.5 4k
(+ —#| 1500 mg ABEH, BEE T A 0O BRI SR 1R
M. | 1AM 23
HIV i) | 1500 mg | MU GBAAG 14 HH | AAIEGHT
1 B (BeHHETH)
FHEHBRMGH Sl TAHK] 1500 mg/ H T
(WEE 54T 7 B | RMB&R XY, 88, BB
(REIRFEBLE CAH 1 8] 500 mg % 2 [FINAR)
52 0 A THERHE, EF IR WEZBH 0 | Bk L2
(5 A) W
EMEZEM « FR S22 (BARZHENL)
WIE 11 emH20, ME R &M
A 5k
HEERIE1 A% AL, EZ U TRV o+ R A 4g/HIC
TIRERILA (28R
IR 14 H% N EIL )
x5 BLA H AF) 1500 mg/ 0 12 T~ #5514
(#5123 B%) | [AB&EEI D, 8, BB
CIERFEHL FE TAFI 1 [5] 500 mg % 2 [EINAR)
Hx¥h 2 HA AR E & 0 | IS & 2T
(FxfhHia) FEMEZEA] « MRSk 22 (HARL L)
MIE 13 emH20, AR M
AN G-k
RE FHegbaqik2 A% SRS L, BT
L
GESE | S Y7 T Y — I, = AR NF R AR
I EIEEE MG |G RIE | ERGE Fx b
B4t 8 H H ik | 1 A% 13 H# ik A
HREATE (ng/dL) — 32 — — 44
R BEwehEE & (mg/dL) — % — — g
PR | whimsmmnt (uL) e - BT - 4
LZIEK - 8 LZIEER - 9
F Bk (/mm3) 5100 — 6300 4400 7600
CRP (mg/dL) 1.3 — 5.0 1.1 2.7
_ D 3EHLH




(ZhaedtE)

Johnson fEI%EE)

11.1. 4 S HREIEFEFARAE (Toxic Epidermal Necrolysis:TEN) . K2 [E$EIERREIEEE (Stevens—
(W30 & B R B)

(fg &)

SN SCE OFERCRTL, KO EPICI W TARAN & ORRBER 2 E TS e ThaathR fik

FERMRIE | 23 2 1],

[ R R REIEIRE R 28 1 BIEERE SN TN D 2 &b,
HIZ [ mesR fEstmtigiE (Toxic Epidermal Necrolysis : TEN) | |

TERRBIEM] O
B FEAL R ARE i

(Stevens-Johnson JEMERE) | ZiBFE LiEEZWLE L7-, RFEOIEG OMEZ LI TITRT,
JEFIOBEEE (b33 2 A0 Al

B L HELSR EIEH
gl | R | B SR % DL
4 - 80 1% kg3 500 mg™ 520 HAil id MRI TA /KBRS & 721
(72 1) 26 H B b 15 ARl | MR N L) — U HiAT
Ny a~A U UEERE, A a3 LK S 5
it
e 5Btk B AH 250 mg X 2/ H * $¥ 5.5 ik
#4522 A H R E N HBL L, N o~ v R G Tk
#4526 HH EEEIE AR O & D ALBEA H B
FGHIER) | BB AR, A SR LK M OAAI DO - Ik
ik 5 Hi% FAZALBESHER L, ALBEONS AS HEL
ik 6 1% FEFERHEDIEZIZ T, R RS RAiE & 2
7L R=>"1 > 60 mg/H D 5 -51h
ik 8 Hi% OB Ay FLBEAS B (ZHEKR
J T Bl 1 A% 30%
MHER OSMERE O D A B D5, IRFER L
FERBRO B AR SEM - FRR 0, BRCIEr 75/
YA M NEITESBIEICEISE, B CII RN R B
B, HHWITIRIED B2 7R L CEE S HEEL
ARITERAEAL U748 2 9, B R ER o0 1A% T8 BRI 1
U L oRER, BRI ORI &2 P EEICRD D, BRAIC
LDV L RERREH Y,
BEFE IR ik 9 Bk B2 T FIBfE A 40%
L ik 10 B B & B i FE 80%
A
OFHAZE | ARk, N a~a o
e 5B G P 51k
1HAT | 5HE |24HHB |26HH |6H% | 8H#% | 9H% |10 H#
FIEREL (/mm3) 8100 | 9800 | 5500 6700 | 5300 | 4100 5100 | 1700
gz | CRP (mg/dL) 4.54 1.28 1.96 1.31 6.21 3.78 3.50 | 11.81
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
BUN (mg/dL) 22.0 19.0 98.7 106.7 | 130.8 | 117.8 | 116.8 | 127.7
M7 v7F=> (mg/dL) | 0.34 0.34 3.49 4.17 4.30 3.07 2.98 2.96
_ :38ElH

K 0 AKFRSMHE - HE (TV.3.(1) HELROHEO#H DEBHR)




JEFIOMEZE  (Stevens-Johnson JEfERE)

%ﬁ@ﬂim | AsE EI1EH
¥ o .
R | B3 B % OV
770 1% i 7% 500 mg 501G B JRoZak 2. KBt
(72 L) 2 HIH AHKI 250 mg X 2/H 7 HHBWLG L, T
¥52HH YIRS, AL
(FeGpi A)| BFEPRNEEEIZ S NS A, K., BRI H
hik 2 A% TEZZ L, KE. BEERICH LAT A KA
W (2= RBE) T, A7 a4 FHRIEL
Vil
MRAERICRT L CiE AT a A/ FAEIR, LR 7ax4
g Ui
ik 3 Hi% BIEIRZS « OENIREZ DT OEEREEL 72 0 APz
AT A K40 mg/ B O miEBa bk
FZREIRA « FERRAICxE LTI AT v A KA
Al 2 AL
ik 7 Hi% Y <. BB IFRIMER, IRER 2 L, ¥
BEAE R FBLIP 28 1 Lo SRHR A () 23 A H AL D BIFE L. HiE
L OB A - FER « L« 5. AEETONS A - 9K
BRIZE D BEILEREZFZ D,
BEIE [ 7L
BB Bk
1A H 3 Hi% 6 Hi%
FImEREL (/mms3) 10500 16200 8000
ipckazs | CRP (mg/dL) 2.1 5.2 1.0
o |AST (GOT) (IU/L) 16 17 18
ALT (GPT) (IU/L) 11 15 23
BUN (mg/dL) — 21 10
g7 V7 F =2 (mg/dL) 0.55 0.70 0.43
D FEIH
(XhRE3E)
11.1.5 2BEERX (BHEAR)
ME9 . A5y . s - EH . ME7 2 7 —PEO FRED WO LG ITITEEE
ik L, @EYRLE AT &
(fig 1)
AANORNEE « hF. HiE - HEO®BEANICEBIT 23 EGNIWA, #EIcIMERICRHT 2 EHE

(YL - &40 GHITAR & ORIREMRAGE TE vy TR ORIVERIER]235E ST
ik [42] [43] [44] [45] [a6] [47] 48Tz s\ C 7 flsRir S 2 &b 2004 4E 9 A L0 T2 ofthodiE
B OHEIZBWTEWEM & U TRl LIEEMAE 2 X - T & 7o, BME ML ] OB IEINI R,
AEEME OB ERH & LZRBIERERENEISORED DWVIIHE - HENE 222 b, [E
R7Z2EWER ) OIICHE) LIEE 2 W L7z,



(Zhae &)
11.1.6 gMmEkED. FhEkED (O3S EEARD)
(8.2, 9.1.1 &#H]

(fiF &)

HIMERANZ DWW TIE, TZDOMORIEH ] O LiEE LM L CE 722, ERNICBNT
2012 4 8 AIZIBMIAGR S AVIZZIRE « ZhRdH 2 WIFHE - FENOIER TAKI L ORIEER 2 G E
TERWEER THMERED ) 2 PR | OmEPEHEINTZZ Lnnb, TERZRRIFEN]
DI TEIMEKED, ek 2Bt L. HRDIEE LR L7,

( TVIL 5. EEREARFEELZOME] KO VL 6. (1) &0HE - BIEEE0H 2 8E ] OHE
ZH)

LU SRR ZRIEFI OB 27~ 4,
SEBIOMEE (B MERBD . AF I ERED)

%%E%@m | R : BIlVEH
ME - A (o) B 511 T J O
1+ 50 1% b 1500 mg | BEG-BHAA A RIS R L 2RER N L — DAl T
(72 1) 94 HI# 895 1 0 BESME 2T AREMERL D R H S,
AHKI1500mg/H, 77 a3 L) ~U 7 AK
¥ 1800 mg/ H 12 T ARIEIEBH 1A
591 HH BHIKTRO®RREREOFZIH Y,
#4595 HH H BRI B ONF HER I D D388
FE5HIER) AHK e 51k
bk 3 A | AmERECD K& OV B BRIV fkft
TANT T AT LxKh
Behmik 4 A% | AMERE O ERO 2 7e ER 2807,
WETE I Behdil 7 B | B ERECD & OV BRI X IE R AL
2L H & AETRIZ B WD TRAVME T L OBR R B OFF
bl 2o,
PEHEE | 77 eI AF N TR, 7= A2, TuFIISh, DAFTI B
B G- bk ek
95 A H 3 H% 4 At 7 B4 9 H#
BELRMA | AmERE (mm3) 2300 2600 13000 4300 4400
DR CIHFHER (%) 27.9 23.2 79.3 37.0 34.0
D HERER (%) 1.5 1.2 0.3 1.5 1.1
UV NER (%) 59.5 67.2 16.7 54.4 57.9

_ :3ELA

(RhaEHadE)
11.1.7 FraelEE (BEAH)
(8.3, 9.1.3 ]

(i &)

FPREREREE (CB L Tl T2 oo EIfER) OO & 0 EEE 217> T 7225, EN
IZBWT, AAIE ORRBIRNGE TE RWVEELITEEREFEORENEH SN TS Z &0
b, TERZEIEN) OBIC IR 285 L TEERmEzX o7z, £z, THEERAR
HOTER ] OIS, EHH 2 ITERERESIC L Y BHEORELZ 5 ICBET o 2B L, R



ExHoTc, ZAHITHEN,

(ZDMOENWER ] D T~V 37 22— e URRGYE] OO [HF

g o THHERERRTE | OREEAHIFR L7, RBRIZIEGI OB A LI ITRT,
JEGI OB (FFFEE)

%%}éﬁﬁfiﬂa | AR RIEH
P - o fhn (B ) e 5 R R K OVL
- 40 R BRYeERBR | 750 mg/H | 652w A AT WHVE RIER OEEEICG LT, R T T
(R 28 H 7 VR A P 5o BEE O FRIA B
B TR BeG- 7 B KGNS K OYREMAE C, BE A n
TS G N HU K DGR R & ol
FEMERE. T BeH-1 Al TR B MR E R R VIR LT, TR
Py b e Vﬁﬁzfzi{ﬁi&&ﬁfﬁfﬂﬁé )
) BG-BLGH EZQ%TEH%%L:X# LT, AA& GG, &5%.,
- BEO LS RIERH Y,
BehH-28 H B KA E, B, EERE. iE., M e
(Fh-FikR) DIER BB L, HEEZ R APt CT
TEREGEREZR D, BERRA CRIETRE
= LW, ERLEEANT TR TE G AR L bR
Be 5 R OV ER N
I RERI ik 2 B JH I 5 e e
BN R FRIUE ik 28 H% i )
RN TIF TV, TR b VIR, 7 0 AAFEBA] (4) L SRV A B YD
L TAANVEVBEER, Eax Ty —F N oK, BEEBREBA, ¥ =BT
ERHE | vT7 v, ST u@t I ovs, TIETIY =L, sarravw P UEE, €7 U R
I UK, 7 a B RA, TaFYTA mFVTA TA=NTENRA BT BN
A, LiRTZaRH Uk, BRle T v BTN A, TVl
5Bk Be bk
41 H Al Hk H 2 A% 7 A% 28 H1i%
AST (GOT) (IU/L) 54 4915 440 54 66
. ALT (GPT) (IU/L) 57 1949 725 173 72
FA R A LDH (IU/L) 239 4505 242 189 241
DHER ——
TAT7 v (g/dL) 3.8 4.2 3.9 3.9 3.8
Y-GTP (IU/L) 285 1963 1758 1195 665
WwrULry (mgdl) 0.8 1.3 1.3 0.8 0.6
EE£EYLEY (mg/dL) 0.1 0.4 0.4 0.2 0.1
(Zhae3tE)
11.1.8 QT ZEE. (D =480 (Torsade de pointes Z=¢)) (Wb IEERH)

(fi

)

WAMZBNT, A hr =&Y —L & OREEMRNEE TE 2V QT IER OREH A3 [49] [50]

BUxnTnadzent,

ate) | miBRLL, EEMEEAX -7,

TEREIEH] OHIC QT LR, L= (Torsade de pointes %




(NYanys—-EnY) BRE)
11.1.9 HmEXREBE GHEARH)
fEs . A8, BRI TR S Db GeITEbICRGZ ML, @MYRLEET 2
&

(fi

)

~NY any z—.vn URERRICBIT D THIMMERER ) ([coWnWCid, TZotorRIfER] T~
Janyg—.vaYEYE] © NEkds) OHETO THIMMERGR ] OFEEEIC LV EE 2k
LCEN, ENIZBWT, ~U any ¥ —.v'n Y BRETRE COARFE RGN EE 72 e K
(ERARRIVER ) OIEIC THifE KRR 2B L., BR51EE
MR U7, REMIER OBEEE 2 LU NIRRT,

ROWEDEHSNIZZ b,

JEFIOBEE (MR GAR)

BE

P - Filin

it B
(B PHiE)

1 G &
P51

BI1EH

ok K DML

2 - 60 1%

~Y any
A
U YL %
(72L)

BRI

500 mg
7 A

~¥ 5. 43 B

BBt B

#4555 HH

#45-6 HH

57T HH
(B Gk R)
Bk 1 A%

—REBEEONRE (7T U vkFy, 7
Fglzaa<wA Yy, TIIRAT TS =) TRy
T LKFY) . 7T A O GHT,

—RBRE OBRITIX TR S A Do 7z,

—KREIC CRRE SN o220 ZIRRH
. (AHI 500 mg/H, 7EFT Y kM &
LT 1500 mg (Jiffi) /H, =Y XA FZF ) — &
LT 40 mg/H) OHNARBALA

HANS FHid 0, MDD T= 6, Kk, Bk R
HzZnd L, ie

TEX Y AKRFE Gk, #IRAETT L.
JHE, KIZRY, BB, IRiveroTo,
kb L. SEREACE B O 72D ABe, —RERE K
TRTHIE, Hf, fiiRE Lz,

iR 53 N IRIEES

NE'E SLHAE, A DN B Fehrpik 5 B | IEmTE R,
(F4) KIGNABIRRA © EATHE G ~RRITH55 O FE R 2
HIDE
bk 6 B | mIfE L, BBE
PEHEE | 7TV AR, =V AT TR LK, 7T 2a~w A
B 5-B bk Easa
78 H i 7HH
FRIMERE (X 104mm3) 474 515
5 ~E7m by (gidL) 14.5 15.5
HIR 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 v (mEg/L) — 3.4
fyg 27 72—/ (mEq/L) — 103

_ :3EELA



2) ZothnEIER

1.2 ZothosIER

(PUAEFRE (BH)IAEFTRITKDIBRIE) . HAEEBRRE, BREHR ., WEMERE.
T A=K, 52T IVEERBRE)

e BE N\ A AN
W FECE R
Hib#s T, BACRIR, BD, BARE, R SR, WA
Tl AST E5.. ALT 5. eV k5. AI'P k5. LDH k5.
y-GTP b5
oy Candida albicans @ ¥l
Z DAt IR EAR, FEEN

(NYanys—-EnY) BRE)

FHEA N\ BE A P A
WS FBUE 1B, £ D PRI
g -t LRk %
oy TR o, AL, BREER. BRRRE, DET 7 X ER, B
I, Rl
S R 5 O¥. B, FEMED U, RNEERK
Z D, ARFEIE 97, 97, L UMUK
(fig &)
Candida albicans ® HHi

FAERK . FY BT ADOEPRE FIUSATE L TR EZEZ L TW IR ZEOREIENI
X oT, BENERZOHBO LY, ho PXOBENEEIND, WbWb

MR EZHNS B,
W71 2 T v FIEDIRREAT O,



O EIEBHE R

968 #i .,

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
(FRASHART - 1961 ££~1973 55)
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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)
[E4 F—=ArZ U7
=ttt sanofi-aventis australia pty 1td
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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.
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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 categorisation of risk of drug use in pregnancy

B2 (201845 H)

ZF SO

F—A N7 U T O5%E - An Australian categorisation 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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