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LILE, R RSk fiEiE  (Toxic Epidermal Necrolysis : TEN) . £7 & Kk i AR JE o B
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BEEE, A REFSEEOIEEMFH RS SN TWD, (TVIITL 8. (1) EXLEIER
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[1. &% ICEA9 4IEH

1. R34

(1) 4
7 Ly Ko Ui 5mg (SN
T Lv Ru UlgEE 35mg SN

(2) 4

Alendronate Tablets 5mg SN
Alendronate Tablets 35mg SN

(8) BMODHE
(BB %) + THIEL + TEU&) + TRE) KV mf.

2. —iB4&

(1) #%& (&@fiE)
Ty RuariEt b o AKY (JAN)

(2) #4 (M48iK)
Alendronate Sodium Hydrate (JAN), Alendronic Acid (INN)

(3) RTL (stem)
-dronic acid (/L7 AGHFRETA 4 Bh 2K)

3. BEAXIERERX
PO;HNa
H-N
HO POH, 3H:0
4. DFREXRUDFE
4313 0 CaH12NNaO7Ps + 3H20
= 325.12

5. L& (%) XIEXE
Monosodium trihydrogen 4-amino-1-hydroxybutane-1,1-diyldiphosphonate trihydrate
(JAN)

6. BRA%&. M4, BS, L5&5

BRE% : 71y Fax—h
B & : AHBuBP. ABDP
CAS B4 %5 : 121268-17-5 (Na )
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(1) 4488 - HK
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(2) BfEt%E

- . . BARERAD
;u 1 ;/\ \ : ;n E—1% e i _
A LS gEBNTDICET BHREE e e 35 5
7K 30mL LA E 100mL A RRTFIT L W
% ) —) (99.5) 10000mL 2L E 1EE A EET 2D

0.1mol/L 7 = EE=7 + U 7 L3RS D,

(3) BB
LR L

(4) @i (DfER), e, BRES
% 252°C (Ofift, 1272 UHLIE%)

(5) BiEsmEEN
AR L

(6) HDERE
MAER e L

(7) ZOHOE RIS
LR L

2. BB DREEHTICEITSREN
pH : AL 1.0g Z#H 72 12& W L CHEIL 727K 100mL (ZIED L 72D pH 1% 4.0~5.0 TH 5,

3. AL DOHERRRE. EEX

R akBR Ik

BASER G (7 Rarfigt U o LAKY ) OMGRRBIECL S,
c=rbe R UVRIRICK D EEKE (RITHEECEET D)

RN AT S VRIEE (B Y O AEEANE)

< U U O @S

< b U DA O EMRIG
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(1) FlfRzDER

b

(2) HEOHEER IR

AN

1] = 11 O =N
PR b=l =, = R A YA X HE
E£L : 8.0mm

T Ly Re g
TR s | e @ )| m= somm
Y ome T : 190mg
Ef££:12.0mm
Ty R g | FBEEO @ L : 6.0mm
#E 35mg SN} e e W35 @ JEX : 3.9mm
H & 220mg

(3) #HAla—Fk
FREN - 2R, PTP > —  (Bmg D &)
FRWNE - T L v Fu UfigdE bmg TSN ASH
7Ly Ra ofgEE 35mg [SN) WM35
(4) HEIOYH
MUEER R L
(5) ZDith
MUEER R L
2. HWHIDOHERK

(1) AR CEMERS) OEERVGHMHE

(2)

(3)

5 7L Ro e 5mg TSN 7 L Ro U fgEE 35mg SN
18EFHRT VY Raervigr o |1 EFRRBT L Farigrhhy v
Bksy | H/kF 6.53mg LKFIH 45.68mg
(7L Fa ke LT 5mg) (7L Ra e LT 35me)
D-~rv=hr—, FEdEre—2 |D-~vr=Fr— fiEEro—2x 7
WA | #7777 —AbT T ATT | AN Aa—AFT N DL ATT
DIV S/ SVAVIVN NG /i SRV AVN
ERELDRE
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RE
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B AR R 2 DT IR RBR OFE R, 7L v o U lREE Smg (SN MOV L K U fggE
35mg SN (Tl OHiEiE FICB W T 3EMELETHD Z ENHER ST,

TR REEN EE3EE RIFHARE HERER
7Ly Ra g THI Ny T LT
5 SN ° PTP it .
me S8 10¢ == 6 A iR
7Ly FRumsE | 75%RH -
35mg SN s

MR, ERSRUR, B R (GRS —MERUR) . I, E

e

(2) RERTFHAR
AR 2 W e RIIGRAFRBR O R, 7 L2 B Ul 35mg TSN (3@ H O il
HFRICBWT3HFEMTETH D Z EMMHER I,

r‘fk'

I

oA RESEHE BERRE REHAM HERER
T Ly Ko ok 25°C HHAD O e
35mg SN 60%RH PTP /%t 36 771 B

MVEIR, MERRRUER, B — IR (B —MERBR) | e, £

7. BARERVEBRROREN

BARONANA

8. fhFl& NEEEEL (WMEILFHEIL)

YL

o. i

BHEBICH T HELE
(1) 7V Ku e bmg SN
%38 L DO EWFH RSB A R T A VSO —EUEIZ >\ T (2006 4F 11 H 24
H EARAY 1124004 5) (M-S Eif
REBRGE AR —aBRE AHERE SR
BN ESE
BRI 0 900mL  JIEHIE Wik a~ NI T T 40—



Iv. KIS HIER

)

B RS
BRI Ty TR (4Y) [EL
pH1.2
pH5.0 50
rpm
pH6.8 15, 30 P
7K
pH6.8 100rpm
A BRI 37.0+0.5C
L 12 Xy kv
AERAE R - R TORMBICBWTHEREIZHES LT,
<P R >
pH1.2, 50rpm pH5.0. 50rpm
120 120
100 100
3 8T g %
ﬁ 60 ﬁ 60
: Z
8 40 o BERME ¥4 —o— RERBUH|
w0t —e— BB 20t ]
0 0 !
0 15 30 0 15 30
B () BB (55)
pH6.8. 50rpm 7K. 50rpm
120 120
100 100 [
3 80 9 80
% 60 % 60
Mo o HERHF B 40 —o— BHERELH
—e— EAEBIH —e— RERA
20 20 -
0 0
0 15 30 0 15 30
BRA(5) BRA ()
pH6.8, 100rpm
120
100
g§ 80
ﬁ 60
H
® o0l —o— BRI
—e— BB
20
0
0 15 30
BRR ()

(2) 7V R U lEgE 35mg [SN|

(Mean+S.D., n=12)

[T 56 E 3L D W) PRI SRR T A R T A VSO —ESIEIZ W T (2006 4F 11 H 24

H  3EARAR 1124004 5) (255 = FEh
RER L HAREKRF S —HEREBRE
Vel

BRI

/N RVik

REAEE . 900mL BIESE /K7~ N7 T 7 40—
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L 12 Xy &v
AERAE R - R TORMBICBWTHEREIZHES LT,
<IE Hh R >
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100 0 100
& 80 & 80
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12.

(2) a%
7L e fgsE 5mg (SN
100 &£ [10 §2 (PTP) X 10]
7 Lr Ko g 35mg TSN
20 8 [2 88 (>—F) X10]
(3) PHEE
P04

(4) RBROME

7 Ly R o gk 5mg SN
PTP : RU k=1, T I =0 A

Er—: TAI=TA s RVZF LU T IF— KT LA

fE2EFE - H
7 L R fgsE 3bmg SN
PTP: RV k=L TLI=17L
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REERS - &

AR I D EMEE
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Z 0t
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V. ;5EICEHd 4IEH

1. MEEXITHR
B HARRIE

2. MEXEIHRICEET IR

5. MREXRIIRICEET HFE
AFN O STz > TE, AARBFREFAROBWANEE 250, HHIRIE & OBE 2 HeEE LT
WHRBEERNRLT DL,

3. HBZERUHE=E

(1) ABERUVAEDMHEHR

<7 L2 ko EsEbSmg TSN >
WH. AT L Faofigl LChmg 2 1 H 18], KRR 180mL & & HiZ

RENE545,
ek, RA#%A < & 30 i3RI B9, B OKZEBRLS) WSO ZEF O DEE L
BETBHZ &,

<7 LY ko ige 35mg TSNy >
L% AT L R o fge LT 35mg 2 1 NI 1 [F, FIEEREC/KK 180mL & &

bizkn&s54 5,
B, M%< LD 30 FITRRIC 2 63, B OKZERLS) IO OIEA|I DR OEEL
WETBHZ L,

(2) AERUVHAEDRERE - R

<BIMWERZ Iz X 2 E - PiEHE >
VIII. 5. EEGEARMEELZOEH] KO TVIIL. 8. BMER1 OEZMH

4. AERUVAZEICEET HEE

1. AERUVRAEICEET 5FE

1.1 BANIAKDOHTIRAT 2 Z &, KUSNOEKAY (Ca, Mg FEDOEHEDFFHIEWNI R TV Y 4 —
S —mGte) . BYROMOIER & —FEICIRMT 2 L. WNEZIHT 2820055,

1.2 BEEORFIT~ORWEROFREMEZ KT SE 5720, EONCHANNL BRI E D 2 ENE
HThHoD, RIICEL T, UTOFEIIEET L &, (2.2, 8.13H]

ERLTTCIZ2y 7 1HROK (8 180mL) & & HITRMT2Z &,

- PEIHSE IR 2 A2 U2 FIREME B D720 AR EZWATE D XA THENLEZD LnD

&
KA, Db 30 D> ThOLZDOHDORIOBELZED | BF 2K R L ETHIC
BNk,

s R SOTERANCRA L2z &,

5. BREKAUR

(1) BRERT—%1\ws5—o
AU L
10



(2)

(3)

(4)

AT

B PR 3R T SR ER
MUER e L

AERIGERERAR
ZEER e L

REERIEAER
1) BRI

OB EERR

<7LYFroVgkseE b5mg TSN1 >

O—1. ERNEIHEHER

BT HLRRE BB 207 BlIC 1T 5 48 MO “EE KRR (BFE) 128\ T, 7V/
Na gt b U o sKIEER SR (bmg/H) OIEHEEEEORINR (5 48 %) |

6.2% TH Y, XHIICLL L THFIICAE (unpaired t-test) 725 % BN R % R L?Z
o FTo. BGHBALA 12 B%IZIX 3.5% DB HERINAZ R L, RHHRIEICL U CTHEIICE

& (unpaired t-test) 728 % EHINZHENRD Dz 9,

ARBRICBITHT Lo Fa ot U o skfimeedk 58 (5mg/H) ORIVEROFRBUEE
1% 18.6% (19/102 #) <. EZRRIMEMITZE AP 2.9% (3/102 #1) . HIE 2.9% (3/102

B). #AE 2.0% (2/102 ), BHFE2.0% (2/102 F]) . 5ERFE 2.0% (2/102 ) TH-

7o ERRMRAAE S B OFRBIBEE X 15.2% (15/99 i) T, E72ERRMR AN A8

LDH L& (5/99 ). CK L& (4/99 i) T&H -7z,

IRTHIE HLERE BB 120 fFlic3s1T 5 96 M O BB GBIzl \WT, 7L Ka i)
U T LKFIEE Smgl H £ 5 REDONEMES 5 OINFE (&5 96 %) 1£8.7% Th o7z

7)

ARERICBIT AT Lo Ra Uit N v AKFEE 5mgl B 5 FEOFIVER O R BUEE 1%

23.0% (14/61 1) <, ERRIEAIZIES (3/61 #1), B8 (2/61 ), AT (2/61

#l) Tholz, HRRAMEETZEORIMEIL 8.6% (5/58 ) T, FRERAMRARER

HWAENL LDH ER (3/58 f4]) . CK L&A (2/68 fil) Th -7z,

D—-2. BHENBERE (5)

HIAE 7 7 B AR R HE M EGRABRIC SN L 72 BRI B HLERIE et 2%t L 10 4ERE ik

BN RIZOWTHET LTz, ZOER, 7L v Ra vt b o 2oKkmeE 10mg/ A 50

MEHERHEEIX, 7Ly Ra @ b U o AoKkfysed 5 P sm Lt 5 2 & A

AU, PRBRBHAAIE & LEiE U C 10 406 TIRFOREHEE 5 1L 18.7% 3N Lz, RIS, KRS

VAL E B IX 6.7%Hm L7z ¥

7p¥e. MEMEE LN IW BT Vv Far@gr U o AKWEE smg/ H 5

W & AN BT D 10mg/ H & GRF TR 5 Z EVREN TN 5D &9,

<7 L2 bkoEsE 35mg TSN1 >

® —1. ERNFEIHERAR

BT W LR B CA 2D MRkt 52 297 451) 12 3651) 5 52 M O —BHERABRICIB VT,
T Ly Rarmg Y o AKFEE (35mglill) Be5 OERE (L1-L4) ‘B 5 EORNE (B
5 52 #1%) 12 63% TH Y, xHED 5mg (bmg/H) 5D 5.8% & ik L TH L
MEWRIZFRE Ch T, £, RIREBEE (&5 52 %) 2B\ TH, Z1E1 3.0%
(35mg/i#) K1X2.8% (bmg/H) LRBREDBEERINEEZR LT, kB, et
BT . 7L R @t MY U LK EE (35mg/ilE) 5 O BIWERZBLF 1L, 5bmg (5mg/
H) #E5LFEBRETH- 1,

AFRERIZI 1T 5 35mg BH| (35mg/ilHl) D aMERHixi4: 168 i+ 22 f5] (13.1%) 12 28
PEOBWERDGRD STz, ERERIIMEERECTH Y, 24 4 [ LIEHH 4 144 (2.4%) .
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VORRICETHEE

2)

B 4 1 (2.4%). Higs 3 (1.8%). H 3k (1.8%) %] ThoT-,

Fio, BRRAEEEA8IE 168 HilF 6 i (3.6%) (2 10 HFBO LNz, ERBDITy-
GTP b5 4 (2.4%). AST k& 2 (1.2%). ALT E5F- 2 (1.2%) Th-o7=, 7%
B, 5% EHZ H5HEORIERITRO bhirol,

D—2. BHELNHERE (5)

PR B HIERIE B 1,258 BIlICR 1T 2 12 » A O —EEREERBRIZB VT, 70mg/H
BeGAz X D EME (L1-L4) OBHEEORMFEIL5.1% TH Y, 10mg/HEH D 5.4% & A%
PER LIz, o, KEREEHE (12 » HR) 2BV TH, 2T 2.9% (70mg/ifH)
&V3.1% (10mg/H) L RIREOEBERMHEEZR Lz, B, BBV T, £
FNOEEIRICB T 5REABHRFIRBE CH -2 Y,

QEIHER

@—1. ENELIMEHER

IRATHI A HLERE B 365 Bllck T 5 2 Mo ZHEMRIIEGER (BT AEME) 2k
T, MEHEOFIRBIRERIIT L e vigr MU v aKknyeesS (bmg/H) T
12.2%., MR (777 Ny F—b 1ug/H) T16.7% TH Y, I 257 L
Y Ru BT N U LKFEEDIESMERBRES o, TORBRICIWN T, &5 6 4 HLL
M3 LT IEHE D B a3 AR, 7Ly Ra Ui b U o A KFEER 5 Clxt
MR B LT 8.4% 1K< MEFHANCA B = Z RO T2 (FEHERIBA R 66%), £7-. 2 4ERIC
ﬁﬁé%@ﬁf@@ﬁ@%ﬁﬂﬁ%$4i7V/Pm/%fbUvAmﬁ%ﬁ&ﬁf@
SHRERIZHE L C 4.9% K0 o 72 FERHERIBAD R 67%) 2, SHic, mEERRE L CE
éhtSE%@%%mxwf%&56ﬁﬂuv_%ibtwﬂ%@%ﬁ%%%i%ﬁ&?
Ly Ra vt N Y o sk S (5mg/H) T 7.8%., XHEHKT188% THV, T L
Y Ru T YU LKIEED A B IR HERE TSI R 3 R b R s
13)

ARBRIZBIT AT Ly Fr Ui U oL KfmeEs 5 (bmg/H) OFIVEH DR B X
23.2% (44/190 #) <, F/eRIERIXE % 5.3% (10/190 #) . f#HF: 2.6% (5/190 1) .
B 2.1% (4/190 #) Tod o 7o, ERRMR AR 2B OB X 14.5% (25/173 44)
T, ERERBRAEERE LI~ r R T (6/173 4], ~~ ~27 U > MET (5/173
B). v-GTP L& (5/173 ) TH -7,

@—-2. BHELIHERE (3%5)

PR B HIERE B 2,027 BlCH T 5 3 EMO T 7 AR —HEEREERBRICBWVT,
BAID 2 401 5mg/H . 34EHIL 10mg/ B E LRI TR0 LB THD Y,

FT R FPmHE (%)
e REERE 0D TR 4 47%
2 fE LA _E o> B fEHE o T 1R 4 F 90%
EEIVS TN = SUR AT M= TiY 51%

# o X g ié#““
B, TV Ru Ui N U AKFIEER 5% O V- EIEMEE B RIS, T
% 10mg/H#% 5 12 » A% OME L ENIZE T 5 dmg/ H B4 48 H#% OEIZFRLIMED R &b %
iz &9, £, T Ly Rua g b U T AKTEE DS 5 BRI B & B ST g X
BT+ Z LR S TND 19,

W) AFOABINT-HAELOHEIZT L R v@eé LT 1 B 1 5mg XX 1 [
356mg ThH 5,

LM
LR L
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AT

(5) BE - AR
AR L

(6) AmEfER

1) FARERE (—REARERAE. BEEARERE. TARBLEARE) . 8E&ERT
BT—AR—FE., WERFTERERABROAR
B R L

2) EBEME LTRBFEONERERIEL-BE - BROBE
AR L

(7) Z0ft
AR L
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VI. ZENFEEICEHT HIEE

1. ZEZPHICEEH S EEYMRITLEYEE
AN R gr b LK, =F Fe i I oL Uk Fa i) U v LKy,
T/ R UEKFY), YV R U iRKRIY S
TR BEDH DB OREE « ZIRFIL, "FOIRMLEZSZHRT L L,

2. EEEH

(1) {ERARML - ERKF

T Ly Ru U BRITEDONA Faf T NZ A MCRWEBIMEZ RS, T v b TIERRE ME
FAET 2B RETEIRINC M Lz, 7 L2 R BRI E MR IC IR Y A £ 722 OTEME
EEHT D2 LIk BRINEED S Y,

(2) RNERM1TDHEABRE
) BERDITHT H1EH

HYFE i il B
PN T > 1O TLryFRuooie LT 0.04 | JIEFEHIC X 58 & %2

~bmg/kg/ A ZINEFHEHOF | 7 L > Fme e LT
Ab 2 5 AMKEOEE 1mg/kg/ B UL L DOFR 5 ETH
FIRACICBEE 2 5 2 32
il L7z

ONEEAEH 7 > b Tl Ryl To0l, [Ty Reryige LT
0.5mg/kg/ H Z IR D | 0.56mg/kg/ B O 1 FEfM OO
b 12 5 A MO &S BEITE D IPREMHIZ XL D
NEHE DB B DWW Z 3 L |
URERIERGH 7 » b L RER D
BOREE A MERF LT,

UTH T Tan Rl i TLYyRueyBELT004, [T LY FrVYEBE LT
0.19mg/kg % . UNEEAEHT% 2 | 0.04mg/kg DL b CH A
W2 1[E, 2 FRFIRNE S | BRTCES IR IERT A L~
NETHIRISNAS Z &0, A&
L~ — 7 — ROV
R IRENTZ, F2, R
FREBFAKEEEST
(I S, BB E DR
DITHE R Bk U=, BEHEDOVE
WMEBOMEIZT LY Fa v
feF R U v A K52
XoHmL, A& EmEC
IFIEOFENRD STz,

2) BRKIEEIZHT HHE
7Ly Ra st Y v aKmE, EROFERDET VICEBWT 1 EL EoRE (F
v R 14 bR 2F) BiTolc b X, BEEDZIGIT 25 &CITEARLESZ
RIRTHRERNPEL TN REBEDOT v b (Schenk FHliR) 2B WT, B
W2+ 2% G=®IT B AR EFEET 2 GEDOK 1/6000 TH Y | JAWEZEIN /RS
nNTWn5b,
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3) BRE. B aEBREICHI IEE

[ v EmxmcEysEe |

B fE Jrik it R
EHA X 1819 Tl Raoigel LT 0.25 | IEWA XIZHBEHEDK 10
~Ilmgkg % 1 H 1, 34 | FRICMHYT L7 L R
e ¢ 5 VRSN T LKA 3
EMROERSG LEZEZ A
SRELIC KT DR, MUNE
1. B HALIE &2 7~ 3 AT LI

O LIS T,
HiA X0 T Ly ke gl L T| BREAREDKH 20 FEICHY
2mg/kg # 1 H 1B, ‘B#rEl | THRGICE-TH, BIE
9 . Btz 16 BN | &AL H R I 2 ILR
# 5 DONT, BT OBEIREIC
RUEEE G 2202 &R

RENT.

(3) ERISTRIEM - FkR
AR L
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VII. ZEYE3EEICRET HIEH

1.

I REDHRS

(1)

(2)

BB R
AR L

BREREABR CHERE SR E

1) MmeEE

DIEERAB 7 L R vfl LTH, 10, 20 X1 40mg 2 & H T H8EA1%. @& D 2
BEIRTICHER O G Lz & & (KB n=5~6) OIMEFR T Lo Fe U BBRER, 5 KO
10mg 55 TIT 26 T &RA (11.5ng/mL) K TdH - 72, 20mg Tl 6 i+ 2 41 (13.1.,
18.3ng/mL) T. 40mg TiZ 6 #I 4 # (13.8~79.3ng/mL) THH 2 B 129 )T
Hanz,

QfEERABF (n=6) 12, 7L > Fu e LT 20mg 2&H T 58414, #& 2 Kifwl
W1 H1E7 HRIKEROEE L2 L &, MR 7T Lo e CRRIREE T 6 il o 1 6T
5.4 HHE (27.0ng/mL) & 7 HHE (19.0ng/mL) (2, Blo 1#<T7 HE (11.7ng/mL) |2,
FnEnb IR SN, FRTEERA (11.5ng/mL) KifiTh o722,

1) AFIOAGRS NI ELOHEE TV Fe e LT1 H 1[E 5mg it 1 [ 35mg
TH D,

2) EYMEHNRIEMEHRER
<7 LY ko pkse bmg TSN1 >
[ 38 IR L O AW R RV MR BR D A R T A D — e IEIC >\ T (2006 4F 11 A
24 H HEAFRAER 1124004 =) ([ZHS X i
Tl Kok 5mg SN EARF o dEbmg 2, 7o A4 — "=kl zhnth7
e (7L Rr e LT 3bmg) EFEMAD FICHEERERAKS L CmiErh7r Lo R
OURIEEARIE L, SO EWERE T A —% (AUC, Cma) (Z2WT 90%[FHEX
A THEEHIRIT 21T o 725 1. log (0.80) ~log (1.25) DN TH V. WiA|DLEY
HIRSEME A HER S iz 2,
Bh5&E AUCo-s Cmax Tmax Te
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)

T L Ra g
#& 5mg SN}
AT v 8 bmg 35 29 90.7+50.4 32.1+£17.3| 1.3%£0.6 1.8+0.8

Mean£S.D.

35 29 81.6*41.4 32.0*£185| 1.6*0.9 2.1+£0.8
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[ vi zpmeiceysEe |

(ng, mL)
45

% 4(3 T -7 L ¥ Furfis5mg [SN]
i 35 -o-K+ o Y 5mg
'I)': 30 F + Mean =S.D., n=29
Ve
8
o
Ve
iz
ik
i3

FF [ (hr)

M NS AUC, Cmax D /3T A — 2 1%, WBRE ORIR, (REOLRIELL - FiH
FORBBMFINC L > TRARDATEEND 5.

) AFOARENT-ELOCHEITIT L Fa gl LT 1 H 1 5mg X3 1[5 35mg
Tbhbs,

<7 LY bkoypgsE 35mg TSNy >

[ FE SRS DO AW PRI MR BR D A R T A D — e IEIC >\ T (2006 4F 11 A
24 0 FEAFRAI 1124004 ) (THS X EfE

7Ly Ra UfgeE 3mg [SN| &R 1 U8 3bmg #, 7 v A4 —_"—Jkic kv ZhEh
18 (7L Rrr@e LT 35mg) MFEERAS FICHERERE DS L CmiEhr v
R U A JIE L, o= i <7 X —% (AUC, Cmax) 2OV THEGHIENT %
IToTofE R, HIE/NT A —Z OB OFHMED 21T log (0.90) ~log (1.11) DHFHN
Th, BHo, IWHRBRICET 2R HEENCHEPMERRD SN2 LD, WFIOAEY
W [RISEPE DNHERR S Tz ),

AUCO-S Cmax Tmax T1/2

n (ng * hr/mL) (ng/mL) (hr) (hr)

7 Lv Ka R
35mg SN
AT v 8 35mg | 30 61.51+-39.8 22.3%£15.8| 1.2%0.6 1.5£0.3

Mean+S.D.

30 53.6£26.0 21.5+18.4| 1.3+0.6 1.5+0.2

(ng/ mL)
45

40 .

- 7L v FuormgiE3bmg SN
35 | T -Oo-R+ 1T ¥ §E35mg
30 + T - Mean =S.D, n=30

25 T
20
15
10

BREEVI=VCONESE

¢ ] (hr)
17



[ vi zpmeiceysEe |

MAEFHREENW NS AUC, Cmax FFD/3T A —2 1%, HBRE ORI, KR OTREREIEL - RFfH
FORBRENFIT L > TR DR S D,

(3) s
M R L

(4) BF - GHAKOBE
IVIII. 7. #HEER] 0EZM
2. EMEERIT A~
(1) FHA®
LR L

(2) BALEEER
LR L

(3) HEEETEH
7Ly Roa o fgeE 5meg SN 0.380+0.118 (hr?)
7 Lv Roa U fgedE 35meg [SNJ 0.472+0.061 (hr?)

(4) DVF75 2R
AHE R L

(5) HWBIE
EE R L

(6) ZOft:
R L
3. B#E (KEaL—a>) R
(1) BBHfiAE
R L
(2) 185 A— S EHER
AR L

4. MRUR

FOEREHOT Lo K BRI A AME < | BRI DR AT & 20U b, ME— Dk
SRYETd B IR RN R DR & Lz,
PRI R OBTERMIL, FhE R OGRS TEEH 2.49% K 1 2.83% T -7 2,
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[ vi zpmeiceysEe |

&
3t

(1) % —fxEarT@a%
A -2/

(2) Mm&k—RREREMEBNE
MU ER e L

(3) Eit~nBiTHE
VIII. 6. (6) EZIFE] OB

(4) BEE~OBITH
AR L

(5) ZOHOEBADBITHE
LR L

(6) MEEAMHAE
AR L

e

(1) RBEALR UK BERER
TV Ra RS B YT LKIYERGICEY . BT e F TREMITEED b T,

(2) REIEAET HER (P F) OonFiEa. FE5EX
REER e L

(3) NEBBHROERRVZOEE
AR L

(4) REYOFEOFERVEMSL, FHELER
REER e L

N~ 31

(1) HERABFICT L Rl LThH, 10, 20 XN 40mg =& H T 5881 %, Hl/&0 2 i
MRNCHERE OGS Lz & & (%58 n=5~6) O 5% 48 FEH £ CTORFYEIFIT 0.65~
1.41% CEMFEEE) ThY | BEGEICIDAEREITRO N oTe, DI E A ETTHE
5.4 6 KR F TloHEI X 7,

(2) FEmlntctE (PARRH 60 AT, n=8) K U\Entctt (BARRML 65 kLl B, n=8) 2 2H7 u =
F—=N—lETT LV Rt MY v aKmERD (v Rerfge LT bmg) KO
IRNETE (7L Re gl LT O0.1mg) #5 L, #54% 48 Kl £ ToOJRHP Pt &2 JE L
&, TROBEMEFOLNTND 2,
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[ vi zpmeiceysEe |

10.

11

i PRI (%)

Fr RN £ 5 ROy
FEmnE 44.7 1.11
e 44.1 1.25

(3) <7l bkoO2EasE 35mg TSNI >

PR Mt (n=23) IC 27 0 R4 — =T, 7L R e LT5 & 35mg 25
B H5ERI 28 A O 2 RN EERR D& 5 Lz & & | $5.% 48 il £ To R HER O

(B (35mg $8/5mg ) 13 1.02 Th o722,

B AR

B -t IR el ST e

(mg) (%) . 90% 1 AR ]
> 0.47 1.02 0.79~1.32
35 0.48

R R

(4) B TITb=RABRICB W ARG LT L Fe v e LT 10mg 2847 584 % .
HiElgg e GARO 2, 1. 0.5 REfElAT, BEZEK O 2 Ko 5 7 m 24— "—ik) Ltk
& (n=49) OF L% 36 Kl E CoRFPHEME CGRTFEHM) 12, & 2, 1 KO 0.5 RefiwT
OEHTIEZENEN 12.68 g, 8.88ug KN 6.78ug THY , ¥R 2 KA G L72HAa0
RKbEholz, —F. WEEELD 2 BE%OG TIEL < NERRA (Ing/mL) KiETH

ST,

(5) N CiTh =R BRICB W T, ARG LMEIC T L Fa vl e LT 10mg 2887 D84kl % .
K, FI—b—=XFIA L PV a— A LFARICHEIRAKRE B#7 o A4 —/"—ik) LizL &
(n=40) O 5% 24 WEE £ TORTYEME GROTELME) (X0 K (19.200g) ZRIRFICEER
L7 a b, a—bt— (743ug). ALYV a—2 (6.7Tng) TIEHKI 60%IEA L7= %,

) AFOARSNT-HEROCHRETZT LV Fe Ui e LTL H 1E 5mg XXM 114 35mg Th
Do

kS RK— 5 —IZBT B8
AR L

. BNFICKDBRER

LB L
HEOEREHT 2BE
PR L

Z At

R L
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VIII. &% (ERLOFESE) ICBY HEE

[

ERNBELEZFDOER
EIN TNy

Re

i

2. ERRNB L ZTDHEH

2. B2 (ROBHIZEFEBEELEZWNI L)

2.1 BERAETT 72T (BEMEEARGEIE) O BB 2 I S5 REDH 2 BE [AHA
OREBBPIEIET H Z LKV, BRERATICET 5 EITERBBOLERMENEL 725, ]

2230 5L E EAZEZ L TVAZ LRV TWNAZ LD TERVWEE [7.2 5]

2.3 KREIDORSY 8 DI O B AR AR R — FRIEAN 3 L BUE OBEERE D & 5 B

2.4 [y AfFED B (8.4, 11.1.4 BR]

3. MMEEXIIMRICEET HEE L ZFDER
V. 2. ShEEXIIHRICEAET HFE] 22T H L,

4. BERUBA=EICEET HEEEZDER
V. 4. FZERUVA=ICEAETSEFE] 22K T52 L,

5 EELGERMIELEZDOEH

8. EELEXRMIE

8.1 AHIXMAMETH, BE5E ORI LR TR 25| 2 Z 723 d 5, FRZE vz i A
L72WEBHE T, B, DENICEEORIWERNRE T 2 alfettndH 50T, RAEICOVWTA
FratofREL, HEIE52 L, [7.2, 11.1.1 ]

8.2 AANOEEIZL Y EEHLEICBET 2RWEANHE SN TWDH DT, B4 +7I12170 . El
VEF O SOFAERR (e T IR, W T S IME TR OB IR0 OREL - BALE) TR
L. BFIZXH LT, INHOIERN S b Haid, AFORAZFIEL TREEZTHED
g5 &, [11.1.1, 11.1.2 BHE]

8.3 MEITIL. BEENLTHRIN VT LAZERSESZE, [11.1.4 BR]

8.4 KA Ty MFEN S D EITIX. AABGANIRA V> T MERIRIFET 52 &, /2, E
ZIVDRSIEXIIEZ IV DRBEEE DL > I X T ARBEEND LLHAITIE. 0T
WIERZATH 2 &, [2.4, 11.1.4 B ]

8.5 BEARAKRF— FREANC K HIRELZ T CODRBEITBWT, SAEEE - ST EHAND S
PNDZEND D, WESITIEB DL < DPHE DT E T HAZBA 72 o BHLE S Ja AT ik
YUZBIE L CRB LTS, URZIRFE LT, EUEE, (b5Ris, mMEHARER a1
FaRT A RibgE, REHEREE, AEORELE, WEHLE OSSN TN S,

AR OFG-BIARTIE DN OEBIREZ R L, MEIZIG U T, BFIC Lt e kiR %5
O REAZREBHLEZ TX ARV FEETHL L2 EET 5 Z &, AFIERGHIREN 2R
WLE R BN 72 S T2 GBI IIARBIORESE 2 BB 5 Z L,

Flo, ABENZERIROZ & EHRERRE L =T 5 2 & RS 2RICARAI O %
BHERICEMN L CREAZERLEIZT T ARBVBET S L E2BF I Hodi L, BERN
WOLNTGAEIZIL, BEHICHEE - ORI 222 T 2 X5 IciEET 52 L, [11.1.6 B3]
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K. Him, BREOERA S IGEIE, FRaERz222d 528584528, [11.1.7 5
]

8.7 BAKRARF— hRIEHIZEWMHH L TV D EFITB VT, IEIMENE LT I L D
KERFESF T, AR B, TR Ea iSOG A BE LT & OWMENH D,
IS OWETIE, B IAEZ DA By RN KBRS, B, RSz snT
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FEERE PO X 725 A1IE, KAHI OO OIERFE 2R L, XA Z1T O 72 &, HEEICHE
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6. HENEREATVEBICHT IR

(1) BHHE - BERFDHLEE

9. HENDERZETHEBICHTHIE

9.1 EHHE - BEBRZEDHLHEE

9.1.1 BRTHZ. BEX. BX. T2HERX. XIFXEEFOLMELERENHLESE
EEHAEE R L, FMER 2773 2 B35 O THEBIERZELL I T B8ZNMNH D,
[11.1.1, 11.1.2 &f]

i

(2) BHmeEER
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&=
9.2.1 EELE

e Dk

MEEEEDHDEE

(1) EHERBEEREOSH HBHE 235 L U EREBRITIN L T,

(2) ENOEFIERT — 4 X—2 % AW EREICB O T BHRIEDIBIRIC E AR AR R — b
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> MMED 8mgldL Kii) DU A7 NN LTZ EO@RENRH D 0, [11.1.4 BH]

(3) FrHspElEERE
FEEIN TR

(4) £IEREZRT BF

9.4 ANEREEHT HFE
PENRS 2 FIREMED & 5 RIS, TaME L oA RIEDS fERME 2 BRl 5 &opEr S D 5 R DA
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E AR AR — FREANTE LT IAENT RIS BHEERAR A S D, RFTER
OB E AR R R R — FRIEAI OB G- 8 - WIRICHBT 5, B RARAR R — FREH|OH
k7> B IR = T O] & fERRPE & DREIZH 52y TIX 7R,
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9.5 114w
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T LK, 2 Ra Rk, TAT7 7 Iy K=, hy s A—) v
B h=v, AFTFT R Ly, ZANI A=), ZANTFTIF =), ZANT IS —
e VIR VT ANV, Tk T e VRIS

. EFfEEFAR

1993 7 H 16 H

- BERGTRDBEABRVARES, RMEENFKEAR. RETMABEAR

i SR B A H HKRE = SEAMFE RN A B B FERHAAAEH H
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