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FABRIR pH3. 0 (100rpm) (2B 5 FEHEH dh#R (mean+S.D. ., n=12)
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2 ENZ BT 2 F

@ R RV R EE bmg [NP) 7
(T FE S 3 0 A RS BRI A K7 2 a9 4F 12 A 22 A 33
%487 5. Rk 13 4E 5 H 31 A —#diE EHE I 786 5 L UVERL 18 4F 11
H 24 A —#ciE EREFAEIE 1124004 5))

AR T 1k D BARSE R — R BRE S I EBRE (8 RViE)
B
ARBRIE DIEFE : 37£0.5C
MBI O R 900mL
BRI : pHIL. 2= H ARH R 75 i HEABR 28 1
pH3. 0= 7= McIlvaine OFEE IR
pH6. 8= H ACH & J7 ¥ HIFABR 5 2 ¥’
K
BRI OFESE ¢ [BlEEEL 50rpm D& E pH1.2, 3.0, 6.8 KOk
[l #5% 100rpm DA pH3. 0
I KL vE TR TOEHRBRFMFICBNT U TOEEICEEGT 5 & &,
WHEBPRE L TWD 35,
FRYERLIA 23 156 2y AT F ) 85% UL Lis i+ 254 -
FRBRRAI DY 15 23 AT ) 85% UL LIEH 4%,
BN S SRR T A RT A4 2> T RRARYVIEREESE Smg
(NP LAEMERIFI ORI B 2 IR LTz, TORE, 2 To
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7=, MK ORHFENITELL L T\ D &Rk L T,
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BRI pH3. 0 (F8 43 100 [B#R) I3 1) 5 FH i dh# (mean=®S.D. | n=12)
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H 24 B —HckiE FEAFARE 1124004 =)
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37+0.5C
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K

[l#% 50rpm D FA pHL. 2, 3.0, 6.8 KUK
EHE%L 100rpm DA pHL. 2
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AR LA 25 16 73 LIPS ) 85% LA B4 %,

D RIEERBR T A R T A4 > T KRR XU VB EE 10mg
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BRI pH1. 2 (F8 43 100 [B#R) I3 1) 5 B dh# (mean®S.D. | n=12)
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0 13 30 45
REBEFE (7))
(RHIER B ~ Ol 6)

@ R _PIVIHEFEHEE 3mg NP

Fik o BASER wHEBRE (S RLiE)
ARG : pH6. 8= H AH = 5 i HHFABRES 2 K 900mL
El#E% : 50rpm

ABRAER 16 2 LANIC 80% LA RIEH L 7,
@ R RV )L R §E Smg NP

Fik o BASER wHEBRE (S RLik)
BRI pH6. 8= H AR FEJE 7 R AR 2 K 900mL
A% : 50rpm

AHBRAER 15 2 LANIC 80% LA RIEH L 7,
@ KR ATV ERYE §E 10mg NP

J5 ik s BARIER T wHRBRE (S RE)
ABRIE  : pH6. 8= H AR I HEAUBRES 2 K 900mL
A% : 50rpm

BRGS0 15 Y LANIC 80% L EIsH L 7=,
KRR VIEEEEEE 3mg NP, NR_UNVEFEEEE bmg NP KON KR VIR
HigE 10mg NP 1E, HAERFHERKMLARICED bl BV VIR ESE O T
HEICHEE L TWD Z ERHRINTWND
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AR

9. gtﬁuq:lo);ﬁ}j]ﬁk o)ﬁEmbnt%ﬁiﬁ 2
AARERHTOEFRMLSEZD [ RO VERERE] MRRBREICL D
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FENDELGERSG - NENBRROCERICEHT H1FR
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V.

ARICEAT SEE

1.

2.

3.

LB ESES

T IV NA = —RUISRHVE KON L B/ INMATUZEENE (2 38 1T D 78 FE E K O LT H )

(Bhie - DRICEET HFERLDITE)

TILYINA T —RIBENGE (2 & 1+ 5 3850 E iE WK D #E 47 30

ARENT, T~ —RERAE L 2 S NTZEBEFEICORERTHZ &,

L E—/NMABRERENGE (2 6 1+ 5 58 &0 AE fiE 4K O £ 47 $ l

LARANT, U E—/MEBRIGREE O ERIRZ W K YEIC RS & | @ U0 2o il R B2 0k
*’“rotm/t“—d\ﬂ@@;ﬁ%uf& S SNIZHBREICORMERT S Z &,

2. FEHEIR - ATEVBEF IR 2 RAN O FNMEITHR S LTV,

mEhaE B

LARFNIN T oA <~ —BIZBHE &K O L B —/MEBIGRAE OJREZ D b O D i
ZEEIT D LV ) AT STV RN,

2. TV A~ —BUGRGE e Y U & — /MR EE FRE LLA O FE FE MR BT B 0
ARFN O DM ITRETR S AL TV

#

/

17T

<

AERUVAE
TILY A T —BIREE (12 6 (T D 52 E0E e 4K O £ 17 3Nl
W RANTIE R ROV L LC 1 B 11E 3mg 22 5B L. 1~2 #AM%IC
ICHEEL, ROE5T D, MEOT VY N, ~ —BIFRHEBE 1L, Smg T 4
VL ERIE% ., 10mg IZH&ET 5, ek, ERICK D EERRET D,
bt—m%ﬁﬁﬂrtﬁwé 250 E fiE 1K O o 17 40
WH RN RSP VIERRE X LC 1 A 1A 3mg BRI L. 1~2 %I

5mg
I ]

5mg

WCHEE L, RO E59 5, tmg T4 BB, 1ong IZHEET 5, 2B, ER

(LD Smg ETHETE 5,

(Bi& - AEICHET HFERLDFE)
L.3mg/ A G IXTADHETIT L, HELHERAEHOREZ2Mx 2 B D T,
JFHIE LT 1~2lMEZBx THEMA LN
2.10mg/ HIZHWET 25513, HIESRRAMERICEE L2 bR ET L2 &,
LERNEH, FHEEODEHOL L CRETHZ L,

B PR A8
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ﬂ
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LE
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e
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1Bk L
FEEAER
Z MGk L
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(4) BRI
U EE L
(5) MRELAYEHER
1) BEAHLCETRERKHER
U EE L
2) tEEEER
U EE L
3) REMHER
Y E R L
4) BE - RERHER
YU E R L
(6) AEHIERA
1) ERARERE - BEEARERE (BIRE) - ERTREREAR (h
AR 1% B8 PR G BR)
U EE L
2) ARFHBELTERFPEOREXEIERE LE-HABROBME
U EE L



VI. EMER(ICEHT 5I1ER

1. EEZMNICEHEHSILEYXITILEMH
UNRRF I, BT 04 3 v BAbKFERE

2. EBEEHR

(1) YEFRASREL - EFABRE 2
TERBF T EFLal) oo X7 7 —BoaMilglE, Zhick MR T &
Fral rEEENSE, 7Y, ~—RRAETROOLNDLMN=T Y
TEEMEMREROKRBKR T 2HET 5, 2L, MOEMEREZ DS O % Il
THEHIEZR W,

(2) EDEEMFITH5HBRAIE
MM ERR L

(3) FHARBREME - HHEF[E
BRI L



VI. EMEEE

EICBT A

1.

e R
(1) 3

(2)

(3)

EoH#R - BIEE

BELEEMGmMBRE
BRI L

B = 10 P R R B E R
fEFERR AN B 712, R VIEREESE Smg [NP) % 188 ( RSV VIERRIE &
L T 5mg, n=18) fMARFRFICHROEL LREO Tnax (35 3. 11 B CTH o727,
fEFERR A B T2, RRSUVHEREEE 10mg NP & 1 88 (R RSV VIEERIE
& LT 10mg, n=19) #MRWRFIZROEES L72KFD Tmax (349 2. 89 Bl Th - 7=

8)

o

BRRARCTHEREIA-OPEE
AR SRR T A KT 1 v
O R RV SE 3mg [NP) ©
(ME S 870 2 %% 0 B T 8A O B F 0 R EHERBR T A N7 A > (CFk 18
11 H 24 B FEEFEERKE 1124004 5) 1)
R AR ARV R EE Smg TNP] 1% R RV VIR B 8E bmg NP % 422 il
Fle Lzl &, WHEHNELL, EWFHICASE L L INT,
(v, ®WANCET 25 A © 7.8 HE] OEHAESHR,
@ Fx~XY VG R 8 Smg [NP) 7
(TR ERDOEYFEORGEERBRTA RT7 A4 F9FE 12 A 22 0 [E
AR 487 5. Rk 1345 H 31 A —MkiE EIKFEIEE 786 5 K UVEAk
1842 11 A 24 H—#iE FEAEFAREE 1124004 51, [EH 5 O KRB
DFEROEMEITET 585 FRk 94 3 A 27 BT 28 5. TR
1546 H 12 A —#dE EAGBE 5% 106 5, Fpk 16 4£ 12 4 21 A —
e IE JEAEGTE A S 172 5. R 18 42 3 A 31 A ik JEA T B
B T2 5 K OCERL 2042 A 29 A —#cE BEAEGBHE ST 24 5))
RV EREGE dmg TNP) LIEEMERIAIO Z i 1 8 (R~ P0
W L LThmg) . 2K 2 D7 o 24— N—ikiIC X 0 EFRERAS T
(A H AR O # 5 L C LC/MS/MS 3B T R~ LI FR R
ZRE LI, SFoNTZEYENE T A —% (AUCy. s, Cmax) [Z-DUWNT
90% {5 #E X MVE I THEGHIRIT 21T o 7o K. log (0.80) ~log (1.25)
DFEFHANTH 0 | WA O LY FHE S DR S,

M



(ne/mL)

12 ¢
m
w10
|:||:|
Eoog
* —o— B R UIEBHESE Smg TNP
~ ——{EERE (AL Sme)
i b H Mean=8. D, n=14
Je 3
=
s
-
w2
= ]
I} ] i I i i 1 i 1
0 24 48 72 96 120 144 168
#F (hr)
HIE/NT A —H BENRT A —H
AUC,_ (6shr Cmax Tmax ti)s
(ng-hr/mL) (ng/mL) (hr) (hr)
NS SPZI B N7 444, 5+ 9.772+ 66. 56+
Z; Bt 3.11+0.68
e 8 Smg NP 79.7 1.747 18.67
e 4592. 3=+ 9.512+ 69. 44+
E¥$§%J 3.67+0.77
(82%]. 5mg) 82.3 1.352 17.67

(Mean=*S.D.,n=18)
A R R R PR R BRI X o TAF B 7o S PR BRI ONC AUC, Cmax ZE D /8T 2 — X %,
BBRE OB, RO R - B SOMBREMIC R > TR D TR S 5.
@ R R~V VR §E 10mg [NP) ©
(M2 EH S O LY PR EERBR T A RT7 A4 VB 94 12 H 22 B &
SREFHE 487 5. Ak 134 5 A 31 A —#diE EHREFRE 786 5 K UK
18 4% 11 H 24 A —#ckiE HEFATE 1124004 5. [EIE O BEIKKER
DEREOIEMEICEHT 28T TR OFE 3 A 2T B EEETE 28 5. Tk
15646 H 12 A —#SE EAS A 558 106 5. FAk 16 4F 12 H 21 A —
HYIE BAEGBE T 172 5, FAL 18 4E 3 A 31 H —dE EA N @A
B T2 H R OVERK 20 4 2 A 29 A —#ckE JEAEESE 24 5))
N2V SE 10mg TNP) LAEHERFIOZ N ZH 18 (FR<T
W L LT 1omg) &, 2FI 2 D7 v 24— "—kic kv EFERAS
TACHE R FEIEE O 5 LT LC/MS/MS JEIC CTIAEH R 3~ L K Bk e
EERE L, BOoNTEWERE T XA —4% (AUC,_ g Cmax) (ZDW
T 90% {5 FH X WL IC THEFHENT 21T o 725 £ . log (0.80) ~1log (1.25)
DOHEHFHANTH O, WHOAEY TR EMENHE I T,



tne/mL)

0
% 25 - [ R RESE O TNP
o - iEHE S| (f2A. 10me)
E 20 Mean®& 0, n=149
LAY
=
J
s
[
g
..
i3
o 24 48 72 a5 120 144 168
B (he)
HIE/NT A—H BENRT A —H
AUC,_ (6shr Cmax Tmax ti/s
(ng+hr/mL) (ng/mL) (hr) (hr)
NSRRIy 22. 726+ 2.89+ 60. 36+
fi i 956.9+229. 3
Y BE 10mg NP 5.429 1.05 13.93
o R 21.874=+ 3.05=+ 60. 55+
f”ﬁgﬁj 951. 64232, 2
(B2A41. 10mg) 4.815 0. 62 11.95

(Mean=*S.D.,n=19)
R R PR BR S & o T B AL MUfErh i B2 3 OGS AUC, Cmax D /85 A — & 13,
WHE ORI, REORBEILK - FHEORBREMFICL > TR D THEMERD 5.
(4) hEE
HMER L
(5) BE - HAXEDEE
HMER L
(6) BEH (REaL—23Y) BRICKYHBALEZEVMANSEEHER
HMER L

2. EYMEERB/INS A —4
(1) BIAHE
MM ERR L
(2) WRIGEEE
MM ERR L
(3) "AATRAFEY T+«
UG L



(4) HREEEH

fat FE Bl N\ HEL[BDAR 11 35 5
EHE | 5ng (5mgx1 48, n=18) | 10mg (10mgX 15, n=19)
kel (/hr) 0.01120. 004 0.012+0. 002

(Mean=*S.D.)
(6) VU735 vA
HEER L
(6) PMEHE
HMER L
(7) IFEOHEEY
89%

3. AR
AR L

4. o
(1) Imi&k—MxBEPTE@&
U ERR L
(2) Mmik—kEEMERM%E
U ERR L
(3) EiA~D#BITH
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Ty MT M- RRXUVEREZROES L&, WP ~BITT 52
ERRBOLN TN D,
(4) BBE~NDBITHE
HEER L
(5) T~ DBITHE
U ERR L

5. K
(1) KREHELEURBRER
FUER L
(2) KBICEA5 9 58% (CYPAS0 %) Dy FiE
F & LU TEMHEESE CYP3A4 K OV—HB CYP2D6 TIRE#E & 5,
(3) YIEEBNRODEERVZDEE
FMER L



(4) REVOFEOERRULE
MM B L

(5) FEHRBMOEERN/ S A —4
BB L

6. Hitt
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(3) HittiEE
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7. PSS UARR—E—IZET B ER
HEERR L
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. 2% (FRLDOIEF) ICEHI HEA

2. ¥5REBFLEOER (RAEEZET)

B (ROBFEIZEBRELGWI L)
ARO[ XIFENY O FERISH LiBUEORERE O H 5 BE

3. MEXIIMRICHET SIERLDEIELZTDER
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4. AZERUVAEICHET SHERLDIE L ZTDER
(V. IRRICET2IHEE) 22RT5Z &,

5. RERSANBTLZNEH
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AENFT7TEFLal) 2277 —RHEFATHY . 2 ) AMEEEERICL Y BT
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D) AARSIEGEE, DEANKROERERESEEREFOLRED S D EE [KEM
PERBAERIC LV IRIRSD 2 WITAREIRZ E Z Al aetEr & %, ]

2) WAL OB O H 2 8% FFEAT v FHEHRSERAIR G T OEE [B
Fi 53 W D AR e B ONEAL A S B DR HE 1T L 0 AL MEIR 5 2 B S D ATREME 8
H5,]

3) A&VE SN B S PAZEME IR B O BETEE O & 2 B H [KE SOV 5 O WU & OV
ESOR R W O TTHES K0 SR DSEAL T D TR B D, ]

4) SEARIIEIEE (N—F Y R N—F Y VIEREESE) O b D BE [MAIE
DAY R EITTHEST D Z LIk Y EREFHE I E T D RN H
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6. EELGEAMIBLZTOEARVLESE
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2) L E—/NMEBIZEFE CIX, BEAEEENFIRIND ., & D5 WITEDIER A
HSO2REOHEINNEIESE LA T 256, AAOKEGIZLD, #EERSNEKESE
FANOBBERERNESEDLMAN LN TS Z &b, HEREWRICIBITLAR
WX O BIE A TICATV, SERIZIS U TR T Ik 2 E U R L E AT
Z &,

3) MOFREIEMIEE E OERIZWICEET D L,

4) EMWICEMBEREZIT O R PBEOREZHERE L, AAE LG THRENR
DHNRWGAE, BREEGE LN &,

5) thoTeFral) AT —BHEEREZAETHRME (FT7 %I 0%5F)
EOFH L7enZ &

6) T IV N = —RUZBHE i OV U B —/MAR R E Tl B B H O EER S O
WHRAERE DR T3 AR H D, £7o, AFNCL Y, ElkEE, O F W,
IRKERHOLDLNDZ ENHDHOT, HENHOEIRE G Z E D RO B E
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AEXH A M LIEEY | BN 2R | OF A O M55 AR
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YA ~v AT v HEMERH 5, FHEEHIC XL D,
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FZ O URBIEKFY FRIEAIOFT 7 nm
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FREERD Y VA

RV AT T =T
73N

S il = N a1 [/ 3

s W F a— LIE R KN
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(2) EXTEIMER & MBER

(1

(2)

(3)

(4)

(9)

(6)

(7N

(8)

EX%G

BIYEA (BAEAEA)

QT ER . ESEHA (torsades de pointes ZEL) . LEME). FAF
LREREE. AEL. SERIRK. LDIAYI. k@

QT #EK . = #H (torsades de pointes Z & Te) ., DFEME), WA
BIEERE, L, EERK, D7 eyr MEZTay s, BET
0y 7)), KERHLDLIL, MEILICELZZERNHHLDOT, ZD LD
IERD S b TESGAICIE, BEE RIS 57 S R AL E AT
5T &,

DHEE, DI-2

DI, DARERHLDLNDZZERNHDLDT, ZO XD RIERN
HobNTEAIIE, B 2MIET 5 CREUANLEZITO L,
HIEMHES., +-HERESFA. HILEdm

AEID 2 U CPRIEERIC K 5 H BRI & OVE L E EEh ORI X -
TS (8 - + ZfBEE) . - BEg 2. % i
NHLEONDEZERNHDIZDT, ZOXIRIERVD LN EAIC
X, BHEERIET S PEURAEEITO 2 &,

FF%. FFHEERES. &5

FFde., FFHRERE, HHERHObNDZ ENH DD T, BRENR
NTHEACIE, B 2RISR @MY R 0NEEIT) Z L,
PPER/E, MM, XNmEES

MMPEFEE (TAD A, EREE) | MM, M EREENS Sbitd 2
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B3 : 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 shown evidence of an increased occurrence of
fetal damage, the significance of which is considered uncertain in

humans.
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