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‘ii 01105 0% N2KH2 | 102.35~102.99 | 100.81~103.00 | 100.55~101.70 | 100.99~104.69
. e N2KH3 | 103.04~103.43 | 102.36~103.55 | 102.10~102.98 | 102.74~103.22
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<95.0~105.0% > N2KH1 103.02~103.88 100.74~102.87
% e
( %@)njir ke) | NokmH1 15.0~15.8 12.6~14.8
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(1) EHIEAE

T Ly Ra UESE 5mgINIG) KON Lo Ko e 35mgINIG) if, HAREJF F EI A5
N7 Ly Fuvid U Y AEOEHEKIGEAS LTV 5 Z L SRS TN,
(

- i

ZED B
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e SRR Vi
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(2) WHRBR 2
(7 L FR EeE 5mg INIG))

BIE IS DALY TR MR T A T A L EO—FBIEIZOWT CER184E 11 A 24 A FRAFE

AIHE 1124004 &)

BRI

EE  BARIER S WHRBRE N RE
[ElEHR OREBR R - 50rpm (pH1.2, pH5.0, pH6.8, 7K). 100rpm (pH6.8)

A ]

- pH1.2 (50rpm) Tidk, EEERFILOAMLITE HIZ 15 55 LLAL

15 85% LA S L7z,

- pH5.0 (50rpm) Tid, HEAERF K OAGITE I 15 53 AN P 85%LL s L7z,

- pH6.8 (50rpm) T, FEHEREINOARLITE HI

15 43 AT S 85% LA BsH L7z,

« K (50rpm) TliE, AEHERLE| L AT E HIT 15 0 LANIC ) 85%LL iR L7,
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RGO FRIRFERR T A T4 ) OHERBEIES LT,

(P b )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | 100
80 80 |
60 60 |
40 40 | ~
20 L —e— 7 L v FOUEfE5mg INIG] 20 | —— 7L R o2 EsE5mg TNIG)
- # =7RF 0O EE5mg - & =R+ 0O EE5mg
0 b | | | 0 h | | |
0 10 15 0 10 15
K (5 B (43)
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 100
80 80 |
60 60 |
40 == - 40 |
20 Z” e— 7L F O Ege5mg TNIG) 20 | —e— 7 L KO UEEESMg ITNIG)
0 A = & —/RF A fEdmg ‘ 0 A = & =¥ 0 VEEdmg ‘
0 10 15 0 10 15
B (5 wfE (53)
BHE (%) pH6.8 (100rpm)
100
80
60 -
40
20 L —e— 7 L2 FOVEEESMg INIG)
- & =R+ 0 8E5mg
O b 1 1
0 5 10 15
B (53)
(n=12)



(7 LY FnYUEsE 35mg NIGI)
HBIEIRL DAY FRIR SRR T A R T A U EO—EIEIZOWT CERE 184211 H 24 A A%
I E 1124004 =)

BN
HE AAREFS  EHRBRE SR E
[Al#R% K ONABRE « 50rpm (pH1.2. pH5.0. pH6.8. /K). 100rpm (pH6.8)

CHIE]

- pH1.2 (50rpm) TiE, FEHEREILOARGITE HIZ 15 LN 85%LL B L7z,
- pH5.0 (50rpm) TiE, HEAERFIL OA T E HIZ 15 53 LANIC ) 85%LL BVt L=,
- pH6.8 (50rpm) TiE, FEHERAIL OARGIT E HIZ 15 LN 85%LL By L7z,
- K (50rpm) TIE, BEERIFIR OASIEL E HIT 15 47 ANIC ) 85%LL BIRH L=,

- pH6.8 (100rpm) ~TiL, PEAERIAIR OARGILE HIT 15 3 LANIZ Y 85% LA EIRH L 7=,

Pk RO 28 2R ERA] (RJ v 88 3bmg) &l L7 R, £ TORBRIKIZI N T 1
FEEH S DA AR FNERER AT A R T A > ) OHEEMEIES LT,

(s H il )
BHE (%) pH1.2 (50rpm) BHE (%) pH5.0 (50rpm)
100 | ——&———=——==" 0 |
80 I il 80 | - T
60 60 |
40 + 40
20 | —e— 7 L FOUEEE35mg TNIG) 2 | —e— 7 L FOUEEE35mg TNIG)
= o =R 0 2EE35mg - & =7/RF 0 2EE35mg
0 h L L L 0 h L L L
0 10 15 0 5 10 15
B (5 B (5
BHE (%) pH6.8 (50rpm) BHE (%) 7K (50rpm)
100 | 100
80 |- 80 |
60 60
40 40 r
20 7 —e—TFLY RO E§E35mg TNIG) 20 | —e— 7 L KO UE§E35mg NIG)
- & =R+ 0 28&E35mg - & =R+ 0 2E&E35mg
0 b 1 | 0 h 1 1 1
0 10 15 0 5 10 15
BefE (5 BFfE (5
BHE (%) pH6.8 (100rpm)
100 |
80
60 |-
40 +
20 —e— 7 L FOUE§E35mg NIG]
- & = RF 0 2HE35mg
0 b 1 1 1
0 10 15
BFfE (90
(n=12)
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10. B -aF
(1) FRIRELGER - BF. NEI’RKRLER - AEICEHATLHER
(7L FRAYVEsE 35mg NIGI)
«PTP > — MZE, 2881 > — M CHEBAIEHA 7 v R E2F T 5,
- PTP v — bz, ik, lRAFE, SAEHEEOXE, wRHARZ % T 2B 0OEEFREL KL LI,
cRBENBEIERR E LT, = MZIRA A ORAMAH 5,
(1. 3. WHOHKFHRE] DHBI)
(Fi) (i)

o TAFO% (H180mL T |

a
2N L (AW
AETCOATIEEL

L FO2#s35mgis

E" @1ﬁ DARR. PELES WHREMCLST
N e g | RusnEmE e T EOFEEDEGU TSRS
BHEL & SEosaTy SosENCEE
SEOUERTESHUELA 3 AL EOEN K 1E QATIRIL
BE o MEEE DS ST ES :
EOGH 'ﬁ*ﬁ"’w’é STROERESLLS, TOCEARASEERNL |
= S SHRC I 3

LR DAAGHORE DEAKC L
- EEENE BT IES LATOIOEREOATLS
CEERBERCS W

WL

VIR > YEEE
FULYORBROTLE 5 SEE LB W
ERRLLATART Tk b

VIR > EB
SRR IR FCS L S INEIATOALE
MBRSLNREONIZIBOR
M >AYE B BECE 3 HE
SEAUSC
VIR GLIBEOIELOR LARGIOUTTE |
ASTIIMAIEOE B3>04 WAV B
BEEMERTETE L
A (PUORLE FwH 1L C 1 (M) B SR
qeoe |

ONBUGES I 2 Oy L |

(2) a%
(7L ko @i 5mg TNIGD)

100 & [10 82 (PTP) X 10]

(7 LY FRAYVEsE 35mg NIGI)

20 #& [2 88 (RMFIERRH Y PTP) X10]
(3) PHEBE

YL
(4) BROME

W 5E4 PTP ik
T Ly R figsg [PTP: RV =17 (LA, TIAI=ULHE

5mg NIG] Pa—: 732 h - RYVTFLLUTIF— T 4L A
T Lv Na gk
35mg NIG]

PTP : WU L E =7 4 b A, TV =7 LE

1. BRRHIhERME
R L

12. ZDth
RZ YGRS TE e L

11



V. ARICEYSEE

1. BREXIEHER

B HERRAE

2. DEXIHRICEHET HIE

3.

5.RERIIMRICEET HER
AADOWHNZ B Te > TE, BARABHEROBWAESE LSBT, BHRIE L OZWHEE L Tw
LDREERMBLETDH L,

\

W

AR UVRAE

(1) AERUVAEDHESR

(7 LY kKO EsE 5mg TNIG))

WE. RAZIET L Re Ufe LT omg 2 1 H 1 [A], EHlEKRHIAR 180mL & & IR O #&
5935,

7EB, RHEDRED 30 SIFMICAR LT, SR OKEFRS) WO HHA OFE 0B ke
5HZ &,

(7 LY KO UEfE 35mg TNIG))

WE L, AT L Re e LC 36mg 2 1 #RIC 1M, SRR /AR 180mL & & & 1H%
A&53 2%,

fedk, B & 30 MBI B, M OKEBRS) WONCHLo FEH D% 1 IR S B
HZk,

(2) AERVARDHERE - 175

5.

RUERR L

. AERUVAEICEET 5EE

7T.AERUVAEICEET R

74 FANIAKDH TR 22 &, KESDOEKZY (Ca, Mg FDEZEDFHTEHWI XTIV Y 4 —H
—&5Etr) . BYROMOIES L —FEICRAT 5 & WMINEZIHIT2B8Z01H 5,

7.2 RELVRFI~ORWERAO I REMEZ KT SE 5720, HEOPICHAN~EBESEHZ ENEET
b5, MAIEL X, UToFRBEICERT L2 L, [2.2, 8.1 ]
SERLTTCICa2y 710K (F180mL) & & BITRATLZ &,

- DPEMRBEE I 2 £ C D ATREME DN B D 7o D, ARFIZWEATE Y SUXARTHEN L2 LN &,
- ARERA%Z, Dl 30 4o TOLEDOHDORYIORELZED , REEZKZ D E THICR
LRI &,

- EER UTERANCIRA L7222 &y

% PR AR

(1) BERT—E21Rvr—o

RUERR L

(2) ERERFEHER

DR L

(3) AERGRRER

AR L
12




(4) BIEMEER
1) ENEREERR
(7 L2 FAavEfE 5mg TNIGT)

1711 BRESRER

OREIZE kA
IBATHIE HERIE A 207 BliCds 1T 5 48 MO —EEMAR (B&HE) ItB8W\WT, 7L Fr @
5B (bmg/A) OREHMES % EOBINER (5 48 HE) 13 6.2%ThH Y | I L TR
& (unpaired t-test) 72HEEHEMNREZ R LT, Fiz, H5HA 12 BMZICIE 3.5%DEH
FEHN AR L, HRIRICH U CHEFHEIICA E (unpaired t-test) 725 B EBMZIR AR Sz 9,
ARBRICBIT DT Ly e g GE (bmg/A) OFRIWERORBUEE T 18.6% (19/102 f5l) T,
EARRIVER T E AP 2.9% (3/102 1) . B 2.9% (3/102 1) . #X{E 2.0% (2/102 #i) , ®H F > 2.0%

(2/102 f5) . &6 2.0% (2/102 ) Th o7, HARRAEME LT EBORBBEEIL 15.2% (15/99

Bil) T, ERERARAMETLEIT LDH 5 (5/99 #), CK L& (4/99 f51) ThH -7 9,
IBATHIE HUERIE B 120 BICI 1 5 96 M ORI 5B N T, 7 Ly Ra Vi 5mg/ A &5
FEOREMEE B O (5 96 %) (X 8.7% ThH o729,
ARBRCBIT D7 L K U bmg/ A S HEORIERORBIME X 23.0% (14/61 #]) T, F/eEl
TERITESL (3/61 ) . BEYR (2/61 f51) . MEEBAHRER (2/61 #l) Th o7z, MR T LB D
FEFE L 8.6% (5/58 f5l) T, ERERKMAEEE LH X LDH L5 (3/568 #il), CK L5 (2/58
) ToHotz,

@ BONEMBERR (3%5)
HEIAE 7 7 2R xR T EHE RGBS U 72 B HLERIE 2ot 26k L 10 4R ORI R
OWTHRI LTz, TOEE, 7 L2 R g 10mg/ B 5 OEHEESEEIL, 71 v Fe Uik 5
MFRBEIN Uit 2 2 & 3Rl S, ARBRBALARE & Lt L C 10 4/ TRFOIEHES 2 5513 13.7% 00
Uiz, [FERIS, REREITALERE 2 1L 6.7%H N L7z 0,
ek, BEHEEEERINT, ERNICBIT57 Ly Fa o fR bmg/ B & 5K LM BIT D 10mg/ B #%
B CHEUT 2 Z E0RENTND 9 D9,

17.1.2 BHFEHER

OREIZE kA
JBAT I HERIE R 365 Bl T D 2 EM O " HERILEGRER CEITRAEME) 2BV T, Ml
OFRFITRERILIT Lo P V&S (bmg/H) T 12.2%. ®FE (FAL7 70y R— 1
pglA) T16.7%TH V., MHEIHT 57 Lo Fa U BOIELERBIES N, ZORERICEB W
T, &5 6 » ALIRRICHA LT MIEMEOFHUE T 8 A RIT, 7 L e Ui b Tl EEIc L
T 8ARIMLL MM H B ZEZRD T (FEXHERBAFE 66%), F7-. 2 FMIZIT 2 MEHET O
BOFRBEIRAERIIT Ly Ru UG CEsBIEIC LT 4.9% K0 > 7= (FExHE R %
67%) 9, I HIT, MEEREBRE L CHEM SN 3 FHOBIEIZBWT L 6 » ALIRRIZHA L
FAREHED LB T AEFIL, 7L Fr U@ s (5mg/H) T 7.8%, xIHHIET 188%ThHV ., 7
Lo Fa e oF B R HEARE ISR 3 RISV fERd S iz 10,
ABRICBIT D7 Ly Fo UERsS (bmg/H) ORWERORBMEEIL 23.2% (44/190 #) T, I
PREIVEFIZE %% 5.3% (10/190 1) . {EF 2.6% (5/190 i), BHiEHE 2.1% (4/190 i) Th -7z, B
PRI E B B O R B 1X 14.5% (25/173 f)) C, EREBRREMERE LI~/ e VK
T (617341, ~~ 7 Uy MET (5/173%1), y-GTP L& (5/173 #iil) ToH o710,

E) AANOFREINTAELOCHEIZXT VY e LT1 H 1[E 5mg ThH D,
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@ BONEIERAR (B5)
PRIt HUBRIE BB 2,027 PICB1) 2 3 EM O 7' T A — HERILEGBRIC ISV T, o 2
FRIT bmg/H, 34FHIT 10mg/ H G LEFRIZTEDO LB THD 12,

BT OFELHE FIrHE (%)
6 EHE D ST AL A 47%
2 {8 LA o> Mg E oo Bl 90%
BRI IR 35 P 51%

#XBBIZEDHE
¥, T Ly Na UGS O FEREREE B NS, MM D 10mg/ B S 12 5 A%
EEENIZHET 5 bmg/ H &5 48 # % DIEIHLMERRD /e 3 D8, Fiz, T Lo R U Bo
BN R & BTGl R T 5 2 L AR E N TN D 19,
E) AFNOERBINT-HELOCHERER TV Ferigé LTl H 1 5mg Thd,
(7L FRAYVEsE 35mg NIGI)
1711 BHEERR
OREIZE kA
BATHE HLROE B (AR PEREN e 52 297 1)) (2B 5 52 B0 “EHEEMRABRICBW T, 35mg
RF (3bmg/i) HOEHE (L1-L4) BEEOHEME (5 52 %) X 6.4%ThH V., xHRIED
5mg (5mg/H) 50 5.8% & [l U CHBEMMNRIIFAECTH 7= (M), £72, KEEHHE
(#5552 %) 1BV TH, TN 3.0% (35mg/lH) KO 2.8% (Smg/H) & [RIFLE OB % E
BN RE R LT, 2B, ZeMEIcBW T, 35mg WA (35mg/ill) #5 OFRIEARBEEIL, 5mg
(bmg/H) HELRIEETH-T-,
AFRERIZI T 5 356mg A (35mg/ill) DZRMEFHMxE 168 5+ 22 i (13.1%) T 28 fFDEIE
MDD BTz, ERGERITIELERREE TH 0 (24 [ LR 4 15 (2.4%) . B A& 4 744 (2.4%)
HiE% 31 (1.8%), H& 31 (1.8%) %] ThoT-, £7-. HEMRAME T ZHL 168 %+ 6
(3.6%) = 10 fFBD BNTZ, ERBDILy -GTP L5H 4 #F (2.4%). AST L& 24 (1.2%). ALT
ER 21 (1.2%) Thotz, 728, %% 82 HHEORIWEMITRD bl 149 19,
@ WBONEMBERR (3%)
PR % BOHLFRIE B 1,258 llC 381 5 12 » H Mo —EEMIILERRIZI VT, 7T0mg/l & 512 K %
MEHE (L1-L4) OBFEEORMFEIL 5.1% THY . 10mg/HEG D 5.4% & RIEEER LT, £z,
KEBBEE (12 7 H%) 1BV TH, TNEh 2.9% (T0mg/ifl) &' 3.1% (10mg/H) & [
EOFBEEMMRELR LT, B, ZeicBWT, TNENOER5IEICKIT 2RITEARBHERIX
[RIFRE T o 7= 10,
E) ABNOERRINAELROCHEEZT LV Fe s LCHE 1 E 3smg THD,
17.1.2 BHER (3%)
O ERFEIABEHER
JBATHIE HERIE R 365 Bl T D 2 EM O " HERILEGRER CEITRAEME) 2BV T, MiEE
OFRE I RAFIT bmg A (bmg/H) 5T 12.2%, R (777 Ly R—, 1ugH)
T16.7% Th v . FMBEIZHT 5 5bmg fH (bmg/H) OIELMENBIESNTZ, ZORBRICBWT,
Bl 6 AL HA LTz MREHEO BBl E T A =1%, 5mg ®A (5mg/H) &5 CTIIxIRIKIZ L
LT 8A%IK HEHICHEZZRD T (FARHaRiD 3 66%), F7-. 2 FRIZIIT 2 MIEHETD
B OFHE IR AERT 5mg FA (5bmg/H) £5 TIIHRIRIZ LT 4.9%K0 - 72 (FExHER
DR 6T%) 9, IHIC, IEERBRE L TEINT 3EMOMEICBWNTHLEYE 6 » HLBRICRA
L7 Ml HE D FR B 3 A 2R1E, bmg fA (bmg/H) #5-T 7.8%., *MIEKT 18.8%TH V. bmg
RF| (bmg/H) DA ERHEREITIHIZIRD 3 FRIC 72V R STz 10,
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@ BN EMMAERER
ARG HERIE B 2,027 21T 5 3AERID 7T ARt B B SRR\ T, &0 2
ML bme/H., 34FERAIX 10mg/ &G LRI FTRO LB TH D 12,

H T OFEEE HHHEHEER (%)
i NEHE 0D B KL 4 47%
2 M8 LA b o> M fEEHE o S B 4 90%
RSN Y pUR VA = il 51%

# X BBIC X DHE

2%, bmg BFH (bmg/H) G- ONVEIREHER % BEEINR T, MBI 5 10mg/ 512 » A
B L EWNIZIT D 5mg/ H 5 48 % OEICFEIEDR GRS b 9 D8, F iz B E RN
REBUIHZNRITMHET 2 2 L3RI T 5 13,

) ARENOABINTHEROCHEIZT Ly Froige LTHE 1 [El 85mg Th 5,

2) REMHR
Pl v/

(5) BE - WEAHEER
MUERR L

(6) ARKMER

1) SEARERE (—REAKERE. HSECEARERE. CARBLERAE). RERFTERT 4R
—RRE. RERFTREBRAROAR
MR L

2) RBEHLELTERFEORNENITEREL-RHE - RBROBME
Y L7

(7) =0ttt
L7

15



VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF

E AR AR R —

EE : BEO D LS W ORIRE -

2. ¥BE#EHR

-

(1) {ERERL - VEFBFF
T Ly RayBBITEONS KXo 7 R% 4 MIBROBIFMEZ S, 7 > b CIIE s FET 5
BRENEIR A LTz, 7 L2 R BRI MIICE D A E N 2% 2 OIEEZ T2 Z &1
L0, BRINERD S 1019,

(2) ENERMT SRR
18.2 BEREDICHT H/EH

IRFIL, ATOEFIRLEZZRT D L,

Pt

itk

il R

NELHGH Z >
k19

Ty Raofge LT 0.04~
bmg/kg/ A % PP B4 H 0 % A
M5 2 » ARG

SPERAIIC L 2B REA 27 Lo Fu v e LT
Img/kg/ H UL O 55 TR AIRALICHE 2 5 2 12
R L7,

NEHGH T >
K 20

Ty Rue e LT 0.1,
0.5mg/kg/ H % P B4t o
H2o 12 » Ao S

7Ly Ra gl LT O0.5mgkg/ HD 1R OREO#
HiZ X0 SRR X 2 BEHE OB & O & ]
L., SREIERH T v b L [ARED B IR 2 MERF L7,

JRE M E &

21) 22)

7L Rurrme LT 0.04,
0.19mg/kg % . JPEfEHIE 2
Iz 1[E, 2 FEMEIRN RS

7Ly Raulke LT 0.04mgkg UL ETHAAH RIS
TUENINEIER R L~ L TRl S b Z &, 4
b~ — I — R OVEERIC LV RENT, 72,
e EA2 e AR EEESICH S, REE O
RRMEOTUER Ik LT, BEMEDO R T OBREIX T L2
Kot U o LKRFpESICE DML, BEL
BRI IZIE OB Tz,

18.3 BRARILICHT 2 HE
7Ly Ryl M)y LKImiE, EROFERDET BT 1 EU Eo®RE (Fy kil
. bR 28 2Tol b &, BEBADZIEHT 25 & TITEAIKILEE 2 R~Eed 58 R0 5
HAILTWeL, RO 7 » b (Schenk #HliR) 123\ T, BRI A I3 2 F G- wILH A K
{bZREET HHEGEOK 1/6000 THY | JAWEZEIED /RS TN D 2029,

18.4 BHAE. BITaMBRICHTIEE

EOLZE

Jiik

EHA X 24 25

Ty Rarsge LT 0.25
~1mg/kg # 1 H 1[0, 34
IR 0 5

ERA XIZEEHEDOR 10 EEICHYT57 L R
o MY Ak E 3 ERROKRSLZE D
A, CHIREICRT DB NETT. BEBIE A R

B =N

AT D b iRd o7,
A,

B A X 26

VAR N =AUl q
2mg/kg Z 1 B 1 [Bl, BRI
9 M., B 16 WRHEFED
5

R RO 20 BEICHY TR 5ICE-TH, B
PHEE AL OB IR RITERD ST, B0 ibh
BRI LEEBE S 2 W2 ERENnTz,

(3) {EmATWER
LR L

* FEEEE
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VI. EYBEICEYSHEE

1.
(1) ARLEDGOPRE

I R E DHERS

B R L

(2) BREABRTHERBShOPRE

16.1.1 EERA B 7L FrrUfe LT5, 10, 20 XN 40mg 2 &A1 D8R %2, HlRo 2 Ff
FIRMCHERE OG- Lz & & (B8 n=5~6) OMiEHFRT Lo Fa UEBBREIE, 5 KO 10mg &5
BT 2fl CERRA (11.5ng/mL) KiiTH -7, 20mg TiL 6 FF 2 # (13.1, 18.3ng/mL)
T, 40mg TIX 6 BIH 4 5] (13.8~79.3ng/mL) THK G- 2 K& IH T S vz 20,

16.1.2 EFER AL T (n=6) 12, 7L Rr izt LT 20mg #5687 H8H%. RO 2 KA
1H1[E7 AMKEROERSG L&, mMiEh 7 vy Re UEREEIT 6 fldho 1 fI kb 4 HHE
(27.0ng/mL) & 7 HH (19.0ng/mL) (2. Blo 14<7 HA (11.7ng/mL) &, TAZNHF )
R ST, TR TEERR (11.5ng/mL) Kiili T -7z 27,

16.1.3 £PFHEF1EHER
(7L ko @i 5mg TNIGD)

BIEI L DEFRIR SRR T A R T4 v O HBKIEICOWT (FRk 18 48 11 A 24 A A%
HRE 1124004 )

TLv RofgsE smg INIG) &R o $Ebmg 2, 7 A4 —R_—JkickoZnNZENn 78 [T
Ly R Ui R U Ak E LT45.71mg (7 L Ru gl LT 35mg) ] fdtHepk AR 712 #A
BHERRO#&E L g R LRBEZE L, G ON-EYEE 7 2 —4% (AUC, Cmax)
(22T 90% 1R FE X VA THEGHIENT 21T - 7o A5 3. log (0.80) ~log (1.25) O#PHNTH Y |
WA DA RS PE DS R S 47z 29,

40

40 +
i - —— 7L ¥ ForBESmg NIG]
35 -0 H+ 0 ¥ §ESmg

T o - Sty + MR, n =20
2 a5l
g
g 15
0}
5 L
0 1 2 3 1 5 6 7 8
e 58O EFH (hr)
Y FNRE R T A —H
58 AUCos Cmax Tmax T
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
TLy e g
. 35 81.6t41.4 32.0t18.5 1.620.9 2.1%x0.8
# 5mg NIG]
Ny Rl =V
5 35 90.7+50.4 32.1+17.3 1.3+0.6 1.8+0.8
mg

()RR ZE, n=29)
MR NZ AUC, Cmax 500/37 A — &3 #BRE OFRIR (R OLRHEH « B 55 0 75k
R L > TERRDLAREMEND D,
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(7 LY kB EsE 35mg NIGI)
BIRER S O AW R SRR A R T A4 O IEICHOWT (CERE 18 4F 11 A 24 H A%

A 1124004 =)

7Ly Ra UofgEeE 35mg INIG) AT e 8E3bmg &, 7 e A4 — _"—JElckZEnZEn 18 [7
Ly Rr Uit MU O AKFE LT 45.68mg (7 L R gl LT 35mg) ] Rk A B 712
RHERE O L i RS RREZIE L, o3 e 7 A —4% (AUC, Cmax)
I 29,

(ZOWTHEGHIRMT 24T - 7o B, Wi O LW AR [R5 HE DS

5B~
45 L
ol —e— 7 L Fo rREE35me NIG ]
— === O BESEmy
E B 07T T+ PR, n=30
S|
g 20r O
g 15} .
10 + {
st L
0 1 1
1] 2 1 i} &
e b ok (hr)
IRMBYAE N T A —H
B & AUCo-s Cmax Tmax Tz
(mg) (ng * hr/mL) (ng/mL) (hr) (hr)
VAR =43
. 35 53.6126.0 21.5+18.4 1.3%+0.6 1.5+0.2
% 35mg INIG]
AN = I
35 61.5+-39.8 22.3+15.8 1.2+0.6 1.5%+0.3
35mg

(3) s
KR L
(4) &% - GHAEOKS

(I'v. 4. HEEROCHECE#ETHEE].

2. EYRERNSA—4

(1) BIAHEE
UERR L
(2) WUREFETEH
MR L
(3) HREEEH
MR L
(4) YVF7I3VR
MR L

18

VIl 7. FHAE/EH] OHESH)

CP¥) £ FEYERZE, n=30)
MR NS AUC, Cmax %50/ T A — & (3, #ERE ORI DL + e 55 03Bk
R K> TERRDAREMENRD D,




(5) HHAK
FAMEE L

(6) Tt
BMEE L

3. BEM (REaL—>ay) @&
(1) A ZE
MR L
(2) RS A—LETHER
R L

4. R
BAOBRG%OT Ly Fa UBRIRnE P RE MK . BRI ORI TX 72072, ME— D1 IR
Th D RPHEM AW OFEE L L=, [16.5.1-16.5.5 Z{]
EMFRRI RO KMEHMERL, FEEEE RS RS TENEI 2.49% K% ) 2.83% TH - 7= 30),

5. 9%

(1) itk -FeiBE P& @ tE
MR L
(2) Imi%k-fadkEaFE &
(TVIl. 6. (5) iftm) DOIHZH)
(3) Ait~0BiTiE
(IVIl. 6. (6) #lbaw) DOHSM)
(4) HE~ADOBITHE
Pl v/
(5) ZofioBm~DBITHE
MM ERR L
(6) MBFEAKESE
Pl v/

6. fti

(1) REEPEIR SR BHRER
TLy Ryl ) o AKEEIC XY BiUTe B CREIEERD BTV R 8D 82),
(2) REICBEI5T 58 % (CYP%) OHFiE. FE5E
Al v 2/
(3) YEEENROERRUVUZTDOEIS
Pl vz
(4) REVOEEDOEERUEEL., FELE
MR L

19



7. Bt

(€ 5mg. fE 35mg 3i#)

16.5.1 fEFERABFICT7 L FruUERE LTH, 10, 20 KN 40mg & 54T S8kl 2, H/0 2 I
RN HERR O &G Lz & & (58 n=5~6) O 5-1% 48 FFfH £ TO IR T 3RI% 0.656~1.41% (%%
EEME) ThHY, WERBICIDZAERETRBO LN o1, TOIFEALIIHREH% 6 £ T
(P X 7 82,

16.5.2 FEmbn et (PARR# 60 s, n=8) K UE M ctE (BARTL 65 Ll . n=8) 2 2#/ r =
F—N—{ETT LV Ru gl N vk ERED (T Re e LT bmg) KUHIRIN A
W (v Frrigeé LT 01mg) &5 L, &5% 48 Rl E CoRPHRtEZRIE L2 L&, T
FEOFER DG DI TN D 80,

S PRI (%)
H R 5 Nk
FHemn 44.7 1.11
ik 44.1 1.25

# . ARTT
16.5.3 (fi 35mg)
PR et (n=23) 12817 0 A4 —R—JET, 7L Fu Uil LT5 KD 35mg #5077 58
Flzglfo 2 REHEANCHERRORG Lic & & 5% 48 R E TO Rkt o & E2) fE
(35mg #E/5mg §E) 1% 1.02 T -7z 39,

B JR kit s AT b
(mg) (%) L 90% 15 4 DX fi]
5 0.47
1.02 0.79~1.32
35 0.48

# . T

16.5.3 (f& 5mg). 16.5.4 (& 35mg)
M TIToNTZRERICB W T, BARBEMEICT LV Fr e LT 10mg 258 3 58EAl %, HiAl
Bokh (a2, 1, 0.5 REfFT, BEgAO 2% O 57 0 24— —ik) Lzt & (n=49)
D5 36 FEM £ CORPYEIE GRATEHME) 1L, §1R 2, 1 &O0.5 BfpTO# L Tlxz e
712,68 g, 8.88ug k(678 ug THY . HI& 2 RHANIEL LIZGAEN KL E o7, —J7,
FREE L2 K% OB G TIEZ < NEERA (Ing/mL) K Th -7z 39 35,

16.5.4 (f& 5mg). 16.5.5 (& 35mg)
WA TITON RIS W T, ARG MicT L Re vl LT 10mg 258 3 H8R1%2. K.
a—b—NFA L VPV a— A LRERHCHBROES (3 #7 o 24— —7k) L7z& & (n=40)
D% 24 FERTE TORPYRIE T EEE) (X, K (19.20pg) #RIFHCER LGS & ®
R a—t— (743ug), AL ¥¥a—A (6.77ug) TIEIK 60%HD L7= 39,

) AFNOARENIHELOCHEEZT Vo Fe e LT1 A 1 5mg X3 1[H 35mg Th 5,

S URR—42—ICEAT H1EH#
MR L

. BREICKDIRER
B R L
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10.

1.

HFEDNDEREZFIHBE
HEE R L

ZDfth
EER e L
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VI. £t (EAELOZXESF) CEYHEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)
2 BIEWRAEIIT BT 2T (RIEMERGERE) S O/E0RZ BT 5EEOH L BE [AHO

REBERSELET 52 LIk, BERINCET 2EWERABBLOBRENE L 725, ]

2230 WL E EAZEZ L TWDE I ERT-TNH I LD TERVWAEE [7.2 K]
2.3 KRB DS 8 2 NI O B AR AR R — N RIEHN 3 LIBBUE OBEEE D & 5 B
24 KONy AEDRE [8.4, 11.1.4 ]

(fiah.)

2.1 AFNTEBEICHRE T2 2 LI L0 BB LHIER 2R B2 003 b 5720, HRoMIC
HNA~BESERTERGRVWO T, SERE LT A7 7 (REMERNEIE) %O RE
HIRZEIE ST HEEOH HEFITITEG LN &,

22300 LA E EREZRH I LTNDZERES>TNEZ EDOTERVEFICAR ZEL LHA, A
FINEECHHA LD, AR L HERE ORAVMPRIBE~TWE L0 T2 EMREREL 720 | Fl
TER ORBPHERT D AREMERH DT, b DOBHIITEEG LN L,

2.3 REIDHS 8 2 VT O B AR AR R — b RIEFN KT LIBEBUE OBEEE D & 5 B TR K %
BELESA, BESSERZTHEERH DD T, ZRODBRFEITITHREG LRV &,

2.4 AR OBWRIHMEIERICE Y . MIEI LT LADRTFREZLZENRHDHDT, KAV T A
MAEDBF NI L2 &,

3. MREXIHRICEET SR EEDEH
(TV. 2. ZEESUINRICEET SR 22452 L,)

4. AERUVAEICEET 3IEELZTDOER
(IV. 4. AEXOHEIZBEET IEE] 228 T52L8,)

5. BEELGERMNIE L TOER
SEELEXMIE
8.1 AANTIAMEER, FEF OREI URPTilBER 20 2 T2 hrnd 5, Frlcluic ki L
RVBE TR, B, AENICEEORERNREIT AR H 2 O T, IREIC W TEEZ
TotEE L, BffsEsZ L, [7.2, 11.1.1 2#]

8.2 AAlOKEICE Y . EEHLEICET 2RWEADNHME SN TWDH DT, BlEL+23I24T7V, BIE
RO ST (e IR, o TR SIS TR OFBLUIMC T OFBL - BURE) (TR L.
BFICK LT, ZUHOERDH b HEIE, AFORAZFILL TREE2% 1T 5 L g
5HZ &, [11.1.1, 11.1.2 SH]

8.3 BEICIX. BHEENLL IR AN VY LAEERSEL 2L, [11.1.4 BE]

8.4 KW NI T ANIEN D H5E 11T, AAEANERA VS T AJEZIRIFET 52 &, o, B4
IV D RZIEXIFZEX I D RHEED L5 2 I 27 VREEENH 556121, HH2 Uik
WAEITH Z &, (2.4, 11.1.4 BMH]

8.5 B AR AR T — hRIEANC L B1BREZZ T TOWDHEREICRBNT, WEBERL - SHEEHEAND D
NHZEND D, Wil SNTIEF DL < D% OB 3T 2RI 72 hRHLE < R ATk g 12 B
HLUTHIL TS, VAZRTELTCL, EBEER, (L25E, MEFAERER, a1rFaxs
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oA RGP, BOERRIE, DO A, wAHLEOBERESE R MO T 5,

AANO P H-BRAARTIE O PEN OB FLIRREZ Ml L, LEIZIE U T, BREICK Ly e thRHRE & 52 1
(REM e ERHLE A CTX LRV FEETEL L HEET L 2 &, RAIME G IR IR 72 8 BHLE A3
VB Z 72 o T2 A I AR ORE S BB 52 &

Flo, AENEZFRIESZ &, EMNARERRELZ 52 & ERSZ2RICARKI O 4 hE
EERRC S L CRIENZRRAHLEIZT CTX 2R VBET 5 Z L2 E A BAEIC AL, BREXRED S
NIGEIIE, BEHICHER - NP R 22272 Lo IchET 52 L, [11.1.6 &R]

8.6 UARARF— FREFNEZHEHL CVWHEFITBNC, FEFHEENEI LT EOMENH
5o ZHDHOHETIL, BORYIMEIZEE L CRILLIEF LRBO LN Z &b, SEK,
iR, BREOERIH G, FaEGER+Z23 5 L8752 L, [11.1.7 &2H]

8.7 B AR AR F— hRIAIZEMHEN L T EBFITBW T, IEIMEM U251 & 5 Kk
FHET T, UL RBEE B85, IR EESEEOECRHEHNRER L L ORERH D, b
OWETIX, SERFIEZ 2HCHEM D D HBH H AN RERE, RS, mibisiaE 2380 TSR 23
BOLNTNDIHRELHDHZ LD, ZOX I RIERPRD LN HEIZIE, XBRREZEEZITO,
WO RAEEITH 2 b, Flo, WAMEDETBNE UL RSN H D Z D, FAICIEERE I
f X 7o AR, BOMUOEMLORER S 2 iR L, X A ZiTo 70 L, HEICHETH L, X
FRIRAFIZ I R E OIBIE S RN 2 BT A A LT Y . 20 X 9 A I3l b 72 @
#2175 2 &, [11.1.8 2]

(fiah)

8.1 &I, OMEN~OREIWEAOREMEAZIR T S 272DI121F, RAIZHOCHICHNA~BIESE D 2
ENEETHD, BEORWEHAZERETH7-01Cb, BENIRHATEZETTD X107
S22 T H0ENH D,

8.2 LHHALEIZRAT 2 REIMER ORI L 70 D X 5 22 i UTFER A BLAL 7= 1212 & A K & A A Ui
J2 L BIERDRBLT 2 a2 ITEBALT A fEREN R < 72D, 2O XD 7 UTAE
IBBNTZHEE, AFORAZ P IEL TREEZT L) BFICHREST L L,

8.3 HHEIED T L IBEICHE Y R BEO I LY T AOEBRALETHY . b LAELTWIIE, M
MLARTER B0, - T, BEENL ROV T LEEBRT L9 ETHZ L,

8.4 AHFIOFBWIIMHIER OFER, MIEH LT LRV O TFREZDZ ERHDLDOT, K
T LAMIED S HBFICRGET AL, SO UDIEREITHI Z &, £, EXIVDRZ
FEXITE X IVDRHRFE O LI R IR T ARBEERSH DL L. BENO O LT LRIUE
TRENBEI N T AMIEEZBZ LIZY | KAOERDREDH2I/{EONRNT ENEZD
NHOT, ZOXIBREENSLILGHEITIL. HOLUDIREELITI Z &,

8.5 BARARF— hREAIDIFEZZ 1T TV DHEBEIZBWT, BHHEIERH b Z EBH D
T2 FHBRREBLO Y A7 R BEICHTO2ERELLE L EERE T2 L & Lo,
ARG BRI DTV | TR - FHEEMRORITNZR Y A7 R (ABEOREES) 28
BT LZENEETHD I &b, AFEEGFARTIC, LUNORE (AEERNOFEIREE) %
RO b, MBS U CHEE 2R A S T, REM R ERLE A TE LRV FEETHE L
IR =t A NI

OopEER (77 v 7)) Ty iTbit s n
QEM L IHERAEC O ENEHEZZ T T D0
QHEHBHAWRE 2521 TV 500

8.6 WA SCHRE: T B AR AR R — R REHIZ M H L T2 BEITB W THHE B 58 O B EH #H

EPEM SN LD, EEMEDOIZ DR LT,
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8.7 B AR ARR— FRIEH 2 RHIEH L T2 EHF IV T, FEAMEMSUTBBR A NI L DK
BRAHA T AL RER - s, AL R B iR O IFER G Pr o 03 8 5720 FEBLRF O
AT OFHIED O U 227 Z5ed L, EEMET L Z & & L,

6. HEDEREAIIBEICHTIIRE
(1) AHHE - BIEESEOHLBE

9.1 SHHE - IEEFOHLEE

9.1.1 BETHEH., REX, B, +HE%. REEFZFOLHHILEEELHLEE
FEEACE RIS L, ER 2R3 2R35O THRBERLZELLIEIBEZNMLLH D,
[11.1.1, 11.1.2 ]

(fiA)

AR EEEALE RO LRER 2" B2 d v | HE N IR, fEk, R, + B,
XITEBESEO FHCEREEOEBIERLZ B ST H A RIERH LD T, 2O OERBRENRH 5
BEICIFEERICRGT D2 &,

(2) BREEESRE

9.2 BieEEERSE

9.21 EELBHREREEOHLBE
1) EELEEERTOS DBE MR L U BRRBRITZER L Ty,

2) ENOEFRIEHT — 2 X—2Z AW EFREICB O T, BHRIEDIREIZE AR AR R — R
RN AL Lo BREERELRE DO O b, FrlC, mERBEHEREERE (eGFR 2% 30mL/min/1.73m?
F) T, BEERENIER OBE L LRI LY AME GIEMIE ALY T AMEA 8mg/dL #
i) OV ATBEIMLTzE OWRENH D 37, [11.1.4 ZH]

(fiah.)

AANTE ML OIEF CTH 5, EELRBTHEREOD 2 BHICRE LA, JEESE S huf

R L TR V> w7 AUSEZE ORIER N R BT 5 /RN H 5 0T, EERBEHEREED H

LEFICHRGTOIREIEET L L,

BHRERE BT ICX T D B AR AR R — N RIEHEHERO LT 2 ERE RS EL 2 &

ZHEE LT, M TEE ARG RS R A HEEIC L 0 MID-NET®™ % 7o i A 23 F i &

niz, ZO/EE., BEERSEZ AT 52 HRIERFICEARAR R — FRIEFZHEH LIZBRIZ,

Ko, mERBEEREREICBO T, BV 7 AMEORBIAEINT 5 A fEER 5 5 Z & AR

% X7z 87,

FRAEE x| BHEREREE BT ISR DARBIEGREOK I LT T AMAED U A 72OV TR

T B, AREIZEC#HE LT,

1) MID-NET® |32 ATBOE N EEGEREES B GHEEDO R — L=V %2 TS RIZ3 0,
https://www.pmda.go.jp/safety/mid-net/0001.html

(3) HHEEESRE
FRE Z ATV

(4) £HEREEHT DE

9.4 H£REREEZF T HE

IRT 2 AMEEME D B B i, 1B EoF RN fERMESY BB 2 LB S 258120259
5k,

E AR AR F— FRIEANTEIRE IR VA TN RICEHIER R 2 IR &N 5, 2HIEER~O
T EIL B AR AR R — FRIEH|OF 5 - HIFEICHBET 5, BEAKRAKRR— FREFIOF ENS
IR TOMM &Gk & OBIEIXA & ) TIEZAR U,
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(fifam)
E AR AR — FREANTEHEEICER D AT BICEFHE~MRL OB S, B5 4251 Lz
#% U AR TR SV D ATRENEDY B 2 O T, IHIRAT O 5 TH > TH ZD%RIIRE L7558 12 R~
DBLEBEETERNZD, EARARRE— FRIEHIH@ED Y 27 L L TRRE LI,

(5) b

9.5 TR
B0 SOXIER U CW A RTREME D & B e tEIZ i, 1BE EOBREN Gt Z Enl S Ll S 5356
WZCOARBETDHZ L,

(fi#E)

TR O 5T BE D BRI L TV WD THEEZ R E LT,

<sE>
R 19 HifsD 7 » M2 14C-7 L K x— | 0.038 mg/kg Z HAIFFIRNEZ G- L2 & &, it
T BE TR B 1 i P R BE SR HHBR R R & e o o R 5 24 BERICEB W T 13.31£1.48
ngeq./g AR L7y, JRIEHFTIIZ LA EORIER THRIEEBARE THY . RIE~OBITHEITZD
o iz 88,

(6) B3

9.6 1ZELIF
1B EOB MR OO ML ZBE L, RO XX IL 2RI 5 2 &,
M ER (T F) T Ly R UBRLHFICBITT 2 2 ERHE ST,

(7) INRZF

9.7 MNR%E
AN D HERIE 26t G & LT IR BRI T M L TV 72,

(8) EinE
BEEIN TR

7. HE%EHR
(1) BtAZELZTOHEE

BE I TV
(2) BtRFE L EDER

10.2 BiRERE (BHRICEE TS L)
A & BRARIEIR - #1871k BT - fa A1
I T AT R NEOE|RBORMAE D72 &b 30 iR AFNTZMOB;A 4 (Ca, Mg
BEGAHTH%0A STHBIRATLZ &, FH) XL —bEEKTHZEN
TV T DA F HDOT, PEHT D & AAIORIL
il 51 KT EED,
~ 73y NRLAE

(figsn)

AANIBHERE S AICHEBELED T THITED, ST RV T LA T RNV T AT 72D
A A L — 2R T D ENH D,

ZTDEHRFL— MIEBEEL SRR E NI <, KRNDASAL AT LT YT 0 OERT (FRE

25



8.

RERICBWTESE, BRI T _RA T T A BMETT D E NI HERH B 39) (207
NY ., ZOTOTDRIBEDREPNELNRLBRDLIOTHEET DL L,

BltEMA
(7 L2 FavEfE 5mg TNIG])

1.8
ROBWERDB BN D ZENRHLHOT, BlEZ 7TV, RENRO b HEIZi3&kb 2T
14 %70 EHEO R LEZAT O 2 &,
BIVE O T 5mg BAI (5mg/H) DREFAR R K O] iE A OA 7L W B L7z,

(7 LY FnYUEsE 35mg INIGI)

11.El4EH
WOEIWERPNH 5D ENRHDHDT, BELHSITITV, BEIRBO ONGAICIHKEGE2F
B3 272 ClE B 21T ) 2 L,
BIVEF DML 35mg B (35mg/ill) DK RER M O I EEED & L v HH L,

(1) EXGEHER & DRER

(7 L2 ko EeE 5mg TNIG])

1.1 EXLEMEA
111 BE - OFRES
S [(AEZL (BEEAR), ks (BEERE), AERE (0.04%), BEX (0.2%). &
BEOOLA HEARH) Bdbobiv, HnztE> 560365, ]. OENIEE WEERH) bbb
DT ENBDH, MlEOTAER (M, i, 2, R, W TR, B TR, Ko, OREN
BRUE, DR OREL - B%E) IEETHZ L, [8.1. 8.2, 9.1.1 ]
1.1.2 B - +-EREE
(i) FH - +ZHBPEE (0.4%). HimMEE K (0.02%) BbHbbild &b b, #lFEXIX
SEk (i, T, B, EREEE. OEIE. EEMATREORE - BAE) ICHEETH I L,
[8.2, 9.1.1 ]
11.1.3 FF#EEREE. J|E (Wb HEARR)
AST. ALT & ES-% 145 IFHRERE S, SERH b 2 &R D,
11.1.4 BHNLP LM (0.2%)
g, T X =— LU, KR, QT ERELZEIBI LT AMIERH DD ZLRd D,
BEDPROONTHEIII I N T 2O RHERGEEZBEST 52 L, (2.4, 8.3, 8.4, 9.2.1 Z/]
1115 DEH RRIBFEBMASE (Toxic Epidermal Necrolysis : TEN) . B % 4 E B & % #
(Stevens-Johnson fEMREE) (Wb #EHEREH)
11.1.6 BRI - FEEHE (HERH)
(8.5 &M]
1.1.7 NEEBIEE (GHEARH)
[8.6 &[]
11.1.8 KBBEFT. AMKRBREERE., BEREEHRHNEFEOREREHR HEALH)
[8.7 &H]
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(fian)

11.1.1 —f%ic, B - AFENEEZIER & LT, fBRAARIT WD, BRAIATIF D% 7,
MDA 72 EHBODZENRDH D, RIE - NENREENEDNDHAICE, H52PIEL CE
BB AT H Z L,

11.1.2 —f%ic, B« + fRIBEEIBER & L TAZBbOmA, B, TR, tEK, EmH,
BECRIR, THI, ERREEZBOLZE0nH5, B - +EBEENEDNLIGAICIL, &
ZHIE U CHEE) e AE 2T H 2 &

11.1.3 —#%ic, FFHRERE S IIMIHER & L TR ERmk, BRAIR, &R, W2 S A2 5 2
END D, Fio, BEIEITHIER & U CTREOME e E 0 GE2d) 25T LN
bD, FFHEREREE, BENEDNDHEAICIT, WS 2P L CEYARLEZITY 2 &,

11.1.4 —f&IZ, BB V> o AEFFIHER & L CiiE vy 7 A0 T GHIEfE238.0 mg/dL LA

) . AAROBRIEE, I ORE, L, FROEBAREZRDL NS, KA D
AMIENEDON DA, #5421 L CGHEEIZRLEEZTT 2 L,
F 7, BHSREREE R IR T D B AR AR R — N REFIEGREORZ MR T 2 W E T &
HDZEEERE LT IMSATBOE NE I R A IZ K MID-NET® % VW7ol #&
WERE S, ZOREE, BHEREFZ A0 2 8 HRIERZ 1T E AR AR R — hRIEA %
A UBRIC, FR, mERBMRERERF TRV T, K V> T AED R BN 5 ilEE
PEWR B D Z L DRI ST,

11.1.5 —#%lz, HaEtERESEEAE (TEN) X8R & U CAHPHICAIEE, ARBEE4 T, K
BN LT < (=2 b A —B18) | ObA RAL) 70| WAz rEd, B BRRAR,
EHEEK, BER., MICEREERLEZROI LN D, Fio, FFEREEEHRE i
(Stevens-JohnsonfEGERE) (XFIHIIEIR & U CTHE, BARIE, 2B, YRz £
STALBE (RWIEE) | IRERAEIEO FEif, DRI 7e & OJf 7 % o o RlE e 2B 5 2
LB B, Fio, hEMEREEEME (TEN) | RIEHEIEEEEEE (Stevens-JohnsonfiE &
) BELNDIGAICE, G52 IE L GEZRLEZITY Z &,

11.1.6 —fi%IZ, FHEE - FE B MRILHEADOI A, HORES, HEDENREEZRDLTENH D,
FE BB E RPN RN DGEICIE, &2 LU CEYRAEZITH Z L,

11.1.7 WA SCERE TR AR AR R — FRFEAZ LA LTV 5 BFITB W TN E B BESE O RIEH
WMEPEBINTZ LD, EEREDZOTHE L,

11.1.8 EANL MM W CRIEHIMENERE SN Z &0 EEME D DR Lz, KRG
Hi . VAL RERE B3, TN RS E@ESEOERMERT 2L LD ENHLDOT, I
BTV, BESRD SN HGA & G2 T IET 572 MOLEETTH 2 L,

(7L KA EEsE 35mg INIGI)
1.1 EXGEMER
1111 BE - ORERES

WIEREE [(AEZl BEARR) ., fiEksE (WEARR), BiEEE BEARR), fER (0.3%).
BHEOOLA BERH) bbb, Mz fE>5606 5. ], IENEE BERH) bbb
NDZENRHDL, BEOIER (i, Fiin, &, WeRRE, T, WE NE. mou, nkE
WEFIE, DR ORE - B [CFEETLH2 L, [8.1, 8.2, 9.1.1 ]
1.1.2 B - +=EBEST

(HfPE) H - +ZF60ES (0.3%). HMmMERE (0.2%) Bdobind 2 end b, 8l XITE
Wb, T, A, EREER, OEE, RESATUEORE - EBI(RE) ICHEET S 2 L. [8.2,
9.1.1 ]
11.1.3 FABEREE. BE (Wb HEEARY)

AST. ALT & E5-%Z {45 ITHEREFETE, IIERH L b D Z &b D,
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1.1.4 EAHL S LIFE (0.09%)
g T =— LU, KA, QT ERFELEIRINA T Y AJERH HDLND Z ENRH D,
REDPBO NI GBI N T LR O R GEZEET DT L, (2.4, 83, 8.4, 9.2.1 ]
115 D ESHRRIEFEBMARIE (Toxic Epidermal Necrolysis : TEN) . K8 4 E B fE % #
(Stevens-Johnson FE{REE) (7 4u b AL RH)
11.1.6 HEERR - |EBHER (0.03%)
[8.5 &[]
1.1.7 HNEEREE (BEAY)
[8.6 &[]
11.1.8 XKBBEFT. A KBEBEHE. AMNREEHFHFOERRER HHERH)
(8.7 ]

(fiah.)
7Ly Ru ofEEbmg INIG) @ (fFil) 2,
(2) TOfOBEIEA
(7 L2 FaVEeE 5mg TNIG))

1.2 ZODEIER
1~5% A5 1% A N
(EE (e WA, B - DB O R, B, ErE, BAORIR, (BB AUR ., IR
. HOARDRE - E (MR, DN, HE TR,
J% - JEERAS PRI T W, RNGESE R, R SR A PR
B, BN R, THL, B,
e (N
g - R e R B, DI, E, BB, =5 R
2 2
1% /B, Al (R i ERE R
o NETE B R  EImER
Hawib
Jr ik frrgne % (AST E
HOOALT E&. &
-GTP |-5-%)
R Mk BUN E5-| #ER, PERIK
HRX « RAfR FEIEO E WV, BEHEED E UV, A
H R, PR
i - B R BIERE™ . 45 G ™. ™,
BT,
Kt - AR AR (iE)
A A Mg v AL, figs Y o Ls bR
AR SEH B, IRIER (0T
A, BFERSE) . Rk, E
SRR
Z Dt BarA7o— i L&, KE, [MEFE, 3 TH (A
e () . WRTEEIEE, s 7 V7|, BURE)
JUAKE, RRETEE, TR,
BRIEITEIE, BhiE, i) (F%) | F8EA
SHOARE. LDH k5. CK R5H-
)= 5
E) B5HBENLHES RIS, U, BEARICKEEZ KT X O R ULWEAZAE LD 2 ERH
HENTWD, BB, FEAEREERILICI VLTS,
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10.

(7L koY EsE 35mg NIG))

1.2 ZOtDEIER
1~5% Aii 1% A A A
(EE (e B - OfEmaE. B (IER. EM, BECRIR, MR | S e, O R, TR
AR - EREK - IR, NS, BERDE, WHVEBEE ., (HE. oE R ER
HIEN ISR MEMEER AP, <O WA, fH
Fh, TR, B, HIERER
FJE - 2 ER R WL, DA, WE, FHRE ALEE, {miZ
5
iR7:3 i GRimERB D, ~€ 7
7 AR A A EROR
VN AN T
ikl fiFeRe R (AST L&, ALT Lk
5. y-GTP F5.45)
R Bk BUN & SRR, PR A 5
HHX « RAH AR FEE D VN, EE EIHAME D F VN, R DR
A
i - BHER BIETR™ | 5 GBR) Ja™ . e ™ .
HIaTY .
Fia - g R AR UiE)
M A Mg v ALT, fiFh v o A
5
iR ARJEAR (D9 A, BFERE), .S E o FHEK, LR
[
Z DAh Fadm. fBa (&%) . BREEISS, K& %E, LDH L&, &=
FMEEIE, B, B, B |V AT a— Ul ES- T
(&) . B, THORE, 1T TH|ILVTIET., TS
(FmALH, 2U&%), CK L&,
M+ B &
) BEGAENOE L A%IC, i, BEERICKEZ KT IO RBLWVREAEZET D Z LW
HEENTWD, BB, FEAEREERIEICI VLTS,

. BRRERRICKIZTRE

BEEIN TR

BERS

13.6EHRE

13.1 ER

A>T AAE, RY CERMAE, WO EEEAERE (A, W0, AEk, 5L, U
BT BRBTLZE0Nb D,

13.2 g

TLy RarBEERSED0Il, ST HIVITHIBAISEOR S 2 5B T 5,

BB KT DR OGERMENR S 2 O TR ZFRE L Cide b3, BEE LTS, EREZRZL
THESESZ L,

Ul
oK
=

fifEs)
18.1 ST HANVTHBHEICE TN TOVAINL L T LR SR TUALF T Ly R UL

DF L— MERZR L, BEHE» L OWINZIKT SE 5,

29



1. HALOZIE

14 BALDEE

141 FEFRMHFHOZEE

PTP alEDIANTI PTP v — bV L CIRAT 2 X oET 52 &,

PTP v — FOREARKIZ L 0 | AHWELAEN BRI U, FICIXFEL A 2 L CHEREIN RS o &
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e FOSAMAX- alendronate sodium tablet
HIE - Bt | Tablet, 70 mg
INDICATIONS AND USAGE

1.1 Treatment of Osteoporosis in Postmenopausal Women

FOSAMAX® 1is indicated for the treatment of osteoporosis in postmenopausal women. In
postmenopausal women, FOSAMAX increases bone mass and reduces the incidence of fractures,
including those of the hip and spine (vertebral compression fractures).

1.2 Prevention of Osteoporosis in Postmenopausal Women
FOSAMAX is indicated for the prevention of postmenopausal osteoporosis.

1.3 Treatment to Increase Bone Mass in Men with Osteoporosis
FOSAMAX is indicated for treatment to increase bone mass in men with osteoporosis.

1.4 Treatment of Glucocorticoid-Induced Osteoporosis

FOSAMAX is indicated for the treatment of glucocorticoid-induced osteoporosis in men and women
receiving glucocorticoids in a daily dosage equivalent to 7.5 mg or greater of prednisone and who
have low bone mineral density.

1.5 Treatment of Paget's Disease of Bone

FOSAMAX is indicated for the treatment of Paget's disease of bone in men and women. Treatment
is indicated in patients with Paget's disease of bone who have alkaline phosphatase at least two
times the upper limit of normal, or those who are symptomatic, or those at risk for future
complications from their disease.

1.6 Important Limitations of Use
The optimal duration of use has not been determined. The safety and effectiveness of FOSAMAX for
the treatment of osteoporosis are based on clinical data of four years duration. All patients on
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bisphosphonate therapy should have the need for continued therapy re-evaluated on a periodic
basis. Patients at low-risk for fracture should be considered for drug discontinuation after 3 to 5
years of use. Patients who discontinue therapy should have their risk for fracture re-evaluated
periodically.

DOSAGE AND ADMINISTRATION
Although alendronate tablets 5 mg, 10 mg, 35 mg, and 40 mg are available in the marketplace,
FOSAMAX is no longer marketed in the 5 mg, 10 mg, 35 mg, and 40 mg strengths.

Although an oral solution of alendronate may be available in the marketplace, FOSAMAX oral
solution is no longer marketed.

2.1 Treatment of Osteoporosis in Postmenopausal Women
The recommended dosage is:
- one 70 mg tablet once weekly
or
- one bottle of 70 mg oral solution once weekly
or
- one 10 mg tablet once daily
2.2 Prevention of Osteoporosis in Postmenopausal Women
The recommended dosage is:
+ one 35 mg tablet once weekly
or
- one 5 mg tablet once daily
2.3 Treatment to Increase Bone Mass in Men with Osteoporosis
The recommended dosage is:
- one 70 mg tablet once weekly
or
- one bottle of 70 mg oral solution once weekly
or
- one 10 mg tablet once daily
2.4 Treatment of Glucocorticoid-Induced Osteoporosis
The recommended dosage is one 5 mg tablet once daily, except for postmenopausal women not
receiving estrogen, for whom the recommended dosage is one 10 mg tablet once daily.

2.5 Treatment of Paget's Disease of Bone
The recommended treatment regimen is 40 mg once a day for six months.

Re-treatment of Paget's Disease

Re-treatment with FOSAMAX may be considered, following a six-month post-treatment evaluation
period in patients who have relapsed, based on increases in serum alkaline phosphatase, which
should be measured periodically. Re-treatment may also be considered in those who failed to
normalize their serum alkaline phosphatase.

2.6 Important Administration Instructions
Instruct patients to do the following:

+ Take FOSAMAX at least one-half hour before the first food, beverage, or medication of the day
with plain water only. Other beverages (including mineral water), food, and some medications
are likely to reduce the absorption of FOSAMAX. Waiting less than 30 minutes, or taking
FOSAMAX with food, beverages (other than plain water) or other medications will lessen the
effect of FOSAMAX by decreasing its absorption into the body.
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+ Take FOSAMAX upon arising for the day. To facilitate delivery to the stomach and thus reduce
the potential for esophageal irritation, a FOSAMAX tablet should be swallowed with a full glass
of water (6-8 ounces). To facilitate gastric emptying FOSAMAX oral solution should be followed
by at least 2 ounces (a quarter of a cup) of water. Patients should not lie down for at least 30
minutes and until after their first food of the day. FOSAMAX should not be taken at bedtime or
before arising for the day. Failure to follow these instructions may increase the risk of
esophageal adverse experiences.

2.7 Recommendations for Calcium and Vitamin D Supplementation

Instruct patients to take supplemental calcium if dietary intake is inadequate. Patients at
increased risk for vitamin D insufficiency (e.g., over the age of 70 years, nursing home-bound, or
chronically ill) may need vitamin D supplementation. Patients with gastrointestinal malabsorption
syndromes may require higher doses of vitamin D supplementation and measurement of
25-hydroxyvitamin D should be considered.

Patients treated with glucocorticoids should receive adequate amounts of calcium and vitamin D.

2.8 Administration Instructions for Missed Doses

If a once-weekly dose of FOSAMAX is missed, instruct patients to take one dose on the morning
after they remember. They should not take two doses on the same day but should return to taking
one dose once a week, as originally scheduled on their chosen day.

2. BB T BB IEER
ERICET SiBMER (F—X SV THE)
AR HEH EOEBEOHOTLHEH EA—A T U T o8 L1385,
(IVIl. 6. FsEOEFAEBHTHEEICHETHEE] OHEEHR)

Drug Name Category
F—ANZ VT D4 alendronate B3
(2021 4= 4 Afrs)

2% ROME
F—A NZ U7 D545 (An Australian categorization of risk of drug use in pregnancy)
Category 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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