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I. BEICEYTSEE

1. FAROEE
RANL, T Rae gt b osKkimE Gy & 5B HEBRIEREACTH 5,

(7L v Fa o f@giE bmgl HEET) ) KON T7 Ly Ra UfgE 35mgl HIE T ) &, HIE TSN
BREH S & U TR A EE L, SR OB EE R E, ZEMRR, AW RS 2 it
L. 201145 7 A 15 HITAGRZ IS, 2011 45 11 A 28 HICIRFE &2 BtA L7=, CERARE 0331015 =
CERR 1743 A 31 H) (S EAKRHF)

2. HROARFEHREYE
<Jj@ >
(1) AANZ, 7Vvo Rae vt ) o LK E GRS & 2B HERIERREATH D,
(2) ERZEWEME LT, Rl - ORENREE. H - +ZEBEE . ITHERS . ®E, Ky aim
e, FREEMER RBIEREAE (Toxic Epidermal Necrolysis : TEN) | JZJEHEARE BERE (Stevens
- Johnson JEBRE) . FHHHEA - FEEHK, SNEEETHEE, KIS T, RSB,
AL BB EOIEERFI N HE SN TS, (VL 8. (1) ERARWEA & WHTER] OHE
Z )
<BE 5mg>
1A 1EEGORATH D,
<#E 35mg>
1A ORFITH D,

3. HaORAFHEE

<#HE bmg>
PTP > — NIV yFar br— &7, 18I LICRO4 - GRERL L, £/, PTP v — O
U 7mEIZIE MEHLL X DIERRE] ORELE LI,

<§E 35mg >

(1) BESAHRRYyr—If&EPTP > — M, 28813 —F (S HAD) T, 18721290 BT
ZLENTE D,

(2) BESAMNRy r—UftE PTP v— Mo, L, RAHE, SR SREORIS, BVERIZBE T 51
BHEHEHZRL LT,

(3) ABNPIIERHRE LT, v — MR A ORAMEYRH D, E/o. b Lo Z =S — &5l
HEL, (IXII. 2. ZOfttoR#EER) DEBM)

4, EEFEFERAICEAL CTRAMT NS

R I B 5 G b
S 4 KT | A b BRE
RMP piz

EMO U 2 RMEER » L |

RSN CV B &b
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5. XBEEHEURE - ERLOKIRER
(1) RE&EH
LR
(2) F& - A LOFIRER
L

6. RMP O#E
LR



I. &WICEYTSER

1. B5EA
(1) M4
T L Rue ofgsE 5meg [HET)
7Ly Ra ofgEE 35mg THET )
(2) *4
Alendronate Tablets
(3) BAMOHEE
—fRA L0

2. —ik4
(1) M4 (WMAE)

Ty Rarfgr Y v Ak (JAN)
(2) #4 (@aE)

Alendronate Sodium Hydrate (JAN). Alendronic acid (INN)
(8) RTL (stem)

J1v o AMCEEREREE - -dronic acid

3. BEAXITTERX
LS

HoN ,f%v..ﬁ‘}{' PO:HMa

HO PO:H: " 3H.0

4. DFRRUDFE
4313 0 C4H12NNaO-7P: + 3H20
oy f-&: 325.12

5. {24 (WM& XEEXE
{4 : Monosodium trihydrogen 4-amino-1-hydroxybutane-1,1-diyldiphosphonate trihydrate
(IUPAC)

6. {BER4A. fla. BE.
ez L

5&S



. HHEP BT SHER

1. YE{LFHER

(1) 9 - 1R
AEDORERIEDOHARTH 5,
(2) Bfafk

HKIZRREITIT K, =& 7 —b (99.5) (ZIF L A LT 2w,
0.1mol/L 7 = =7+ V v L3RI T D,
(3) WiEtE
MUERR L
(4) AR (SRR, K. BER
MR K9 252°C (O, 7272 U REIRR)
(5) BRIGEBEMTEH
MUERR L
(6) DERE
MUERR L
(7) TOHMDOELTIEE
At 1.0g 2 F 72 B L CmAE L727K 100mL (ZE2 LD pH 1% 4.0~5.0 TH 5,

2. AR OEMEHTIZH T ZREM
LR L

3. BN OERBRERE. TEEE
(1) fesdalihis
1) B
AREOKFRIZ= U URIERE M2 TN 5 & &, RITFRAEZET D,
2) FRAIN AT S VIE L
BAb B U U AEERNEIZ X0 RBRZITV, RED AT MV ERBDOBIAT M ET L Ry
B b U U LEEGO AT VAT D & & WED AR MVITE—EEO & ZAIZFREOTR
FEDOWIR 27880 %
3) EMERIS
ARG CAHEE IWERIERIR A N2 THNEL L . 7838 S 5, BARF, KRZM2KEE(LT h U U LK TH
M35, ZOWRITY VR OENRISE 2T 5,
4) EVERG
AR DKEEWRIET BV 7 DEOEMSIEE 27 5,
(2) ERE
Wik~ 727 4—
MRS« SO EE R
BEH : 7o =0 b v ATOKF), oK) UKEZFT NI UL K, VU TER=B
UL, AH ) — R



V. ®EICETSEE

1. #ik
(1) HRORH
FHE
(2) HFEDONBREUHEIR
e 7L Ru fREE bmg [HET) 7 L2 Ra o fgbE 35mg [HIE T )
balliz FHE FHE
ik Hf H
n
A 818
9 e @
s — =
EA (mm) 8.0 10.3%5.6
FEX (mm) 3.1 3.6
B (mg) 200 175
L n 818 n 819
Az — R 5 35
g — @s18 @819

(3) BAHa—F

(Mv. 1. (2) "WAOHEKROMER] DEHSH)

(4) HFIOWE

(TIV. 6. BFNIOEFESIETICBIT HLEM] OHEBMR)

(5) Znit
Y LR




2. RAEDOHER

(1) APRS (EERD) OFERUVFMA

e 7Ly Ra Wk smg [HIET) 7Ly Ro Wk 35mg [AET)
1 &+ 1 g
S T Ly Rua s fgT R T LK) TLy Rar gt U Ak
R %
6.53mg 45.68mg
(TLy Frv @k LT 5mg) (FLy Fruml LT 35me)
D~y=h—n fERtEro—R 7oA D-~vr=Fr—, fEEELo—2 bR
TN ANAB—=AF R UL ATT Y U~ e oLl —2 ZaAh)L
THY A AR—=AF bU YL RTTY VS

TN

(2) BREFORE
RUERR L

(3) RE
EEER L

. BRABREOHREUVRE

AR ANA

L]
BRI

. BAYT SRR D HEHKMEY

AR L




6. HADEKBEHTICETIRER"

(1) TR

SERFEHEWIR : 2010/1/25~2010/7/13

O7 Ly Fe UEREE bmgl HEE T B 40°C - 76%RH [Fofd o ZEpiE (PTP @2k) |
M EHE H =R ﬁ%ﬁ,ﬂﬁ F'Eﬁ
<JRHE> F BH A 1#%A 3% H 6 4 A
‘ ALE5T-1
Tﬁ:ﬁ( A ANg AN b= iANG b= iANG
< O RES ALES5T-2 Sk Sk SN SN
i ALE5T-3
ALE5T-1
ALE5T-2 WA Sk ik ik
(g7 v~ 1\7774~)
ALE5T-3
A —ERBR (%) ALE5T-1 2.4~4.4 1.9~4.0
(& B —MEER) ALEST-2 2.5~3.3 — — 1.9~3.0
<15.0%LL F > ALE5T-3 2.4~3.8 2.6~3.7
G (%) ALE5T1 | 92.6~104.3 | 91.0~100.8 | 92.9~101.7 | 97.6~102.1
Vi
<154 850/; e ALE5T-2 | 90.4~103.0 | 93.3~102.2 | 94.2~102.3 | 98.2~105.4
7 ° ALE5T-3 | 93.7~103.5 | 88.3~100.3 | 96.2~101.3 | 98.4~103.7
aB (%) ALE5T-1| 98.3~ 99.4 | 97.9~98.5 98.1~98.8 | 97.9~100.2
<9§'f 1005 0% ALE5T-2 | 99.4~ 99.8 | 98.8~99.7 97.5~98.4 | 97.9~ 98.6
' - ALE5ST-3 | 99.6~100.2 | 98.6~98.7 97.9~98.7 | 98.5~ 99.0
X RTREBEICHTEIEER (%)
BRI : 2010/1/25~2010/7/9
O7 Vv R UEREE 35mgl HE L) MR 40°C - T5%RH [H&m2EE (PTP @) ]
HETEAR =N LRATHAR
<FRHE> FH BH A 1#%A 3% H 6 4 A
ALE35T-1
‘l\i‘\’[ﬁ s A S AL N AN M AN
. ALES35T-2 Sk Sk SN SN
- ALE35T-3
ALE35T-1
fifen B ek . . . .
GBS~ k5T ) ALE35T-2 A ke A A
»“ 7 —
! ALE35T3
A —ERBR (%) ALE35T-1| 2.8~3.6 1.7~2.7
(G B —MERER) ALE35T-2| 2.9~3.6 — — 1.2~1.9
<15.0%LL T > ALE35T-3| 2.2~3.8 1.0~1.7
VEHEE (%) ALE35T-1| 98.7~106.1 | 96.9~107.2 | 89.4~100.7 | 97.4~105.1
v
<15 4% 850/“}1 e ALE35T-2| 100.9~107.0 | 100.5~106.9 | 89.8~101.3 | 96.9~105.1
7 ° ALE35T-3| 101.2~107.6 | 100.8~105.6 | 86.7~102.0 | 101.1~106.8
(%) * ALE35T-1| 102.4~102.7 | 102.5~103.3 | 101.5~101.8 | 100.8~102.0
<9§'f 1005 0% ALE35T-2| 101.2~102.7 | 101.7~103.2 | 100.8~101.5 | 99.0~101.1
’ - ALE35T-3| 102.2~102.8 | 101.8~103.7 | 101.3~102.3 | 100.2~102.1

M RRRICHT D AHE (%)




(2) FEOLLREOLEN

SRERFEHEIIR : 2011/8/9~2011/11/18

OT7 Ly Ru @i smgl HIET) MadE 40°C YL, KUBA ]
RERIE H 7 b PRATHH
<JRHE> F BH AR IR 2 JE 1% A 25 H 3% A
MR n=10 - "
. DN150 | HtaOFEEE | AAOREE | AAOFELE | HAOREE | A DO EEE
< HaDFEEE>
wHME (%) n=6
. DN150 |94.9~99.5 | 89.2~94.7 | 88.9~94.1 [95.2~100.6| 91.4~97.3
<154y, 85%LL >
ZE (%) ¥ n=3
DN150 [98.3~100.1| 98.6~99.8 | 97.8~98.7 | 97.8~98.2 |98.3~100.1
<95.0~105.0% >
(ZE1H)
DN150 | 104~117 | 110~121 | 109~116 | 113~121 | 105~121
HE (N) n=10
X RREBICKHTAEAEE (%)
O7 vy Fu Uk bmgl HIE T M®adt 25C - 75%RH [, Bk
PRERTEH = PRAFHA R
<HHE> H5 B 4G 2 [ 1% A 2 % A 37 A
MR n=10 " . -
DN150 | At FEE | AADOFHEEE | DR | HADOFEE | A DR
<EAfDFEEE>
wHME (%) n=6
. DN150 |94.9~99.5|91.9~98.7|90.9~94.4 | 93.8~98.2 | 87.4~99.5
<154y, 85%LL >
i (%) ¥ n=3
DN150 [98.3~100.1| 98.5~99.2 | 97.3~98.6 | 98.2~98.9 | 97.4~99.9
<95.0~105.0% >
(ZEE)
DN150 | 104~117 | 71~79 69~179 70~77 70~77
HE (N) n=10
X FREIIHTHIEER (%)
OT7 Vv Ru UEesE b megl HET) #adt siE, Bt [D65 IR (1600Lx) . KBRS
AERTE A =5 S N
<K > T BH AR 40 77 Lix-hr | 80 /7 Lx*hr | 120 5 Lx-hr
Mk n=10 . .
DN150 M a0 FEE M a0 FEE B0 FHEEE B D FHEEE
<BEAfDHELE>
wHE (%) n=6
. DN150 94.9~99.5 88.2~96.9 93.1~95.9 86.2~96.3
<1547, 85%LL k>
i (%) ¥ n=3
DN150 | 98.3~100.1 97.9~99.2 | 98.8~100.0 | 97.4~99.8
<95.0~105.0% >
(ZEE)
DN150 104~117 110~128 116~127 114~127
HE (N)  n=10

X FRBISHTOEAER (%)




SR I - 2011/8/10~2011/11/18

O7 vy Fu sk 3bmgl HIE T MadE 40°C [, KBRS
BRTE H =N A7 AR
<> T B 4G 2 A 1% A 2% A 3% A
M4k n=10 . " "
CN150 | AfDFESE | HAOFELE | ADOFEEE | HOOFELE | ADFEEE
<HBDEFE>
WHME (%) n=6
. CN150 [97.5~1083.3|97.4~99.6 |87.3~100.1|97.3~102.4| 96.6~98.6
<154y, 85%LL L >
& (%) ¥ n=3 102.1~ 101.7~ 102.3~ 102.4~
CN150 [99.8~101.6
<95.0~105.0%> 102.8 102.1 102.7 102.7
(2%1H)
CN150 59~175 63~172 64~174 62~175 61~171
WE (N)  n=10
X BRBEICHTIHIEEER (%)
OT7 Vv Re UERbE 35mgl HIE T Mmik 25C - 75%RH [, Bl
RBRTE H =N A7 AR
<FRHE> F5 BH AL 2 1% A 2% H 3% A
PEIR n=10 ON150 | Ffamssi | Biaomsse | Ba o | Baoks | @eok
< Bz SR R SR SR R
WHME (%)  n=6
. CN150 [97.5~103.3/96.4~100.2| 96.2~98.8 |98.8~103.8| 96.5~98.8
<154y, 85%LL >
a8 (%) ¥ n=3 102.6~ 100.4~ 100.5~ 103.0~
CN150 [99.8~101.6
<95.0~105.0%> 104.0 101.5 103.5 103.2
(2%1H)
CN150 59~175 50~54 41~54 41~49 42~53
HE (N) n=10
X BRBEICHTIHIEEER (%)
O7 Ly Ru UfghE 3bmgl HIE T MaE =R, ot [D65 R (1600Lx). KEA ]
ABRIE B =V L&
<HiHE > Fe B 1A 40 7 Lx- hr 80 5 Lx-hr | 120 & Lx-hr
PER n=10 . .
N CN150 HDEEE HDEEE SRENDE Fis SRENDE Fis
<HMDHELE>
WHME (%)  n=6
CN150 | 97.5~103.3 | 96.4~101.6 | 98.0~101.0 | 97.1~103.0
<1547, 85%LL k>
ZE (%) ¥ n=3
CN150 | 99.8~101.6 | 102.1~103.2 | 102.7~103.4 | 100.5~103.1
<95.0~105.0%>
(5%1H)
CN150 59~175 61~172 64~172 62~172
HE (N) n=10

X FRBISHTOEAER (%)




7. RRERVERROREN
A L

8. fFlLDESEL (MBEILFHEIL)
Y LA

9. BHtE

(1) WHHKE
TLr R ofgsE smgl HE L) RO Lo e s 3bmgl A T3, B AR TEELEFITE
DoNeT Ly Ru @Bl ) U ASEOEEHKICHEE LTS Z E R EREN TN D,
(FRERIIZ/K 900mL % vy, /S RWEIC XL D 50rpm TBRZ1T )

A B

Forik HLAE R e
TV Rurgr bl w LG
(bmg. 35mg)

15 47 85%LL I
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(2) ¥R
<T L Ruv oPgdE bmgl HIET) >
BIRESR S DY ENGRBR T A R T A VO —EIEICSWT (PR 184511 A 24 B HEAR
HHE 1124004 =)

BN
HEE AARIEFS EHRBRE S RE
[l#R% K OGRBRIE « 50rpm (pH1.2. pH5.5. pH6.8. /K). 100rpm (pH5.5)

CHIE]

- pH1.2 (50rpm) Ti&, FEHEREIL OARGITE HIZ 15 LN 85%LL By L7z,
- pH5.5 (50rpm) TiE, FEHEREIL OARMITE B2 15 LAY 85%LL By Lz,
- pH6.8 (50rpm) TiE, FEHEREI L OARMITE HIZ 15 2 LANIC Y 85%LL By L7z,
- K (B0rpm) TIE, BEYERIFI R AL E HIT 15 47 ANIC ) 85%LL BIRH L=,

- pH5.5 (100rpm) TiL, EHERAL OARMIT E HIT 15 53 LANI ) 85%LL BRI L7z,

LU bL ARG 0% s 8 2 A ERGE] (R = B bmg) &L 7SR, R TORBIKICIBWT [H#%
R DM ZRIRFVERRR T A R T 1 > ) OHERERBEITES LT,

(s H th )
FHE (%) pH1.2 (50rpm) BHE (%) pH5.5 (50mpm)

100
80
60
40

—— 7 . O EEsSmg THEL 20
— & — R O /§i5mg

—e— 7| FOEsmg THEL]
= & =44 0 §E5mg

. 0
10 15 5 10 15
IR B ()
BHIE (%) pH6.8 (50rpm) BHE (%) K (50rpm)
100 100
80 80
60 60
40 40
20 —e— 7 . PO BESmg TBEL || o9 —e— 7 | MO LEETSmg THEL)
o = & =5 0 VE5mg o — & —dF 0 dEsmg ‘
0 5 10 15 5 10 15
B (4 BEfE (4
BHE (%) pH5.5 (100rpm}
100
80
60
40
20 —e— 7 L. MO BEBMg TBETY

- & = F} 0 #E5mg

0 5 10 15
Bl (53)

(n=12)
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<7V Rua o WEE 35mgl HET | >
BREKLOEY LRGN A R T4 EO M EICOWT (PR 18411 A 24 B A%
I 1124004 =)

AR SR
g BARIERT  WHRERE SRk
[Al#R%E K OFABRIE : 50rpm (pH1.2. pH5.5. pH6.8. 7K). 100rpm (pH5.5)

CHIE]

«pH1.2 (50rpm) T, FEUAERIFI N OURSIEE HIZ 15 0 LAY 85%LL EiAH L=,
- pH5.5 (50rpm) Ti&, FEHEREIL OARGITE HIZ 15 LN T 85%LL By L7z,
- pH6.8 (50rpm) Tl FEAERLFI N OURSIE E HIZ 15 LA Y 85% 0L EiAH L=,
« K (50rpm) TIE, FEHERIA L OARMILE H1T 15 53 PINIC ) 85%LL EIEH L7z,

- pH5.5 (100rpm) TiE, FEERAIL ORI & HI2 15 2y AN ) 85%LL FIRH L=,

X/

PLE. RO 8 2 ERA] (R v 88 3bmg) & L72fE R, 2 ToRBRIRIZIH N T 1
FEE S D EMFH R FENERER T A N T A > ] OFESLEIEE LT,
(P H i)

EHEE (%) pH1.2 (50rpm) EHRE (%) pH5.5 (50rpm)
100

—— 7 | /PO EEEE3Smg THET] || 20 —e— 7 | O /EEE3Smg TBETL

- ¢ — 430 8F35mg ‘ 0 - 4 — A3 0 8E3smg
0 5 10 15 0 5 10 15

HE () w0

BHE (% pH6.8 (50rpm) BHE (% 7 (50rpm)
100 100
80 80
60 60
40

40
—e— 7 | MO EREF35mg THEEL] || g —— 7 | O EEFE3Smg TBET
- # =¥ 0 #i35mg - & =0 §i35mg

0 5 10 15 0 5 10 15
B (4 B (53]

20

FEHE (%) pH5.5 (100rpm)
100

80
60

40

—e— 7 | MO sEEEEISmg THET )

= & =7} 0 §35mg

0 5 10 15
B ()

20

(n=12)
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10. B - AE
(1) RN RELER - . NMENRRLEESH - AEICEHT H1ER
<7 Vvr RNoa pgsE 3bmglHIET.) >
BEI ARy r—]
< HE. IRATE, IRABOEE S, RASIEOXG, BWEMRICET s EEHEHEA R L,
cRBENBE IR E LT, v — MR B OFEAMARH 5,
c28E1 3 —F (SYAAD) T, 1ETHOICUIVEET Z LR TE D,

(M1, 3. B RAIZA R OIHZM)

(F ) (&)
PLUFDYER35-ERT, PLoUFDYEE 350 BET, I rWDFTJﬁH*mT;DDFU'JﬁSS«;ML’
161 ousmrs #H1E14E cosucs DHBNIEE OHENIEE
et e L i SEOUSNTREDE R, » AL HOERIC ROA TLEAL > L EOERC ROATOEL
FOEMLATEALT a TORNLATEALT " e i & et : =
v HXEOLE A HWEOLE >RSI, RS » RS, HEEi
g G 1Bic s #BIC ® 36
v, BB mA R B onTcian ™ DATLR L b
\ TREIES ‘ RS ‘ "Eli B } " ‘ EAEAE 'ii FECEIC2ROELL TN EILBIC2E8MERN TS
L | TEDEHESUIS TENEREEULS
— . TR e | Mo o
1B DICTRED Y T 1HOK [T 21 PrAL STEMBICIR, T CICERE < UTLMSCE TCICES
Fnﬁgmﬂlgr&:\gm:gzﬁfau ﬂmsor:b%’»gu:gﬁgiéf* FrodRmRECBRL TlE FloIBRRESICEBLTOIEN
DA DA bt W Ly L LAY
VI EMITIST, KR PRCEHIVHERMTUST, KO W E f [} @
I BT, BOBELOEEITRE I T, BOHEEOEI TSAL EETnxan ® BE Tanan s
. TR LT FELTTTRNL SO TN

AT HAD AT HAD
(2) A%
(FLoFoOUEGESmglHEL)
100 $E [10 $£X 10 ; PTP]
(LY FO B 3dmgIBETL])
20 §8 [2 88> — h X10 ; BE S AH Ry r—UfF & PTP]
40 58 [2 58> — b X205 BE S AM Ry r—TUf & PTP]
(3) PHEBE
YL
(4) BHROME

HR5E44 PTP &3
PTP : AUk = LT 4V A, TILI =T L
7L Ru gsE Smgl HE T ) . e
ra— Ry a7 0 vAh
PTP AU FmrELUT A TIVI=ULE
T Lv Fu ofEsE 3bmgl HIE L) .
& S b (BB S ARy )

1. FRRHESIHZEHME
B R L

12. ZDh
RZ YGRS TE e L
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V. ARICEYSEE

1. BREXIEHR

HHLRRIE

2. DEXIHRICEHET HIE

5.RERIIMRICEHET 5
AADBEMCH Tz > TE, BAFRPAFZOBWEEELSEIC, BFHRIE S OBEHEE L TV
LDREERMBLETDH L,

3. AERUVHE
(1) BERUVAEROESR
<7 Vv RNoe s bmgl HIET. ) >
WE. RAIET L Fa vl LChmg # 1 H 1[0, EElERRHIKR 180mL & & H I n#

59 %,
ek, A% AD R LD 30 IEFBUSAR BT, KR OKZFR<) TN HEA] ORE MRS BE
6:&0

<7 Vr RFv lEiE 35mgl HIE T >
WE. RAZIET L R r@ge LT 3bmg & 1T 1B, FARKRHIARN 180mL & & HiTfkn

85T 5,
fis, RAEARL &b 30 HIEBIC AR BT, B OKER<) WO FHFIORE 1R SRS
k.

(2) RERURBORTEM - B
LR L

4. RERUVRAEICEHEY STRE

7.RZEBRUVAERICEET 58

74 FANIAKDH TR 22 &, KESDOEKZY (Ca, Mg FDEZEDFHTEWI XTIV Y 4 —HF
—& 5T, BYROMOIER & —FEICRHT 5 & WIEIHT 282015 5,

7.2 BRELVRI~ORWEROFREEEZ KT IE 5720, HEOPICHANNEBESEHZ ENEET
b5, MAICEL X, UToFRBEICERT L2 L, [2.2, 8.1 ]
EIRLTESIZay 71 HRoK (]9 180mL) & & bITRTT D2 &,

« OFENHEEE RIS 2 A2 U D ATREMEDN B 5 72D, ARANIZEATZ Y SUTA T TEN LD LRNWZ &,
- KR ERAE, Dl 30 4o T LEDHDORYOEELZED | BRFELKZDHE THICKR
bW &,

s ERFOTERATNCIRA Lanz &y

5. ERERALHE

(1) BERET—21\vH5—2
MR L

(2) ERERIEIBAER
B R L

(3) RERBERRAR
MR L

14



(4) BREERIEARR
1) BAEREESER
AR L
2) REMHR
A E R L
(5) BE - REHHR
AR L
(6) ARG
1) ERARKRE (—REARERE. FEEAREREE. ERARKRLRRE). RERTERT 4
—AMRE. HERFTRBRARONE
A E R L
2) RBEHE LTERFEOARRIREL-RE - RROBE
LR
(7) 0t
% LR

15



VI. EMEBICEYTSEE

1. RBZFHICEEHSLEYMRITLEYE
B AR AR — R
HE  BEDH DB ORIRE - ZIRFIL, BFORMNLELZSZRT L L&,

2. ¥BEER

(1) {ERERL - VEFBFF
BHRRE TR, A MG K D BN 2 il L TR EORD 2 M3 5, BRIEmEIERNC X0 i
e EROEGEZHER L CEOEEZHESZ LICE VERELZHFFT S, £ Fux o788 4 Mo
WHIFIMEZ R L, U VBRI LY T WD D R F T T 8% A MO AGETR &2 ] L <, BT
BALOEREZFLIET 53,

(2) EDERMIT SRR
MM ERR L

(3) {ERARINFAE - FribE
MG R R L
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VI. EMBEICET HRE

1. mMPREOHTR
(1) AERLAEVWGOLPRE
MU ERR L
(2) BERERTHERESL-ODRE
16.1.1 EPF MR F1EHER
<7 Vvr v EgHE bsmgl HIEET.) >
BIEEIR S D EWZHRVENERBR N A BT A > O—HBIEIZ DN T CERL 18 4 11 H 24 A HEAHRA
5 1124004 5)

7Ly Ra e bmg THET] ROVR T U 8E bmg &2, 7 0 A4 —_"—JEick v ZnEhn 1 (7
Ly Rr gl LT 5me) FEAA S ISR HER O &G L CiiEh T Lo M e R E 2 JIE L,
5o NI ENEE T A —% (AUC., Cmax) (22T 90%1EHE X B THEEHINT 21T - 12 7t 5.
log (0.80) ~log (1.25) OHPANTH V. WHI DALY LR LN S NT=Y),

HENRT A—H BENRTG A —H
AUCOﬂS Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
T Ly Re UREE
5.35t2.67 1.9784+0.8327 0.98+0.51 1.79+0.63
5mg [H[ET |
AT v 8 bmg 5.65t2.75 2.1313+=1.0582 1.11+0.51 1.90*+1.12
(1 $2# 5., Mean+S.D., n=45)
(ng/mL)
2.57
i _ —e— 7L > ROYESESmg [AET]
%E’ 2.0 T -~ RF+ 0O §E5mg
7
L 1$E4%5, MeanxS.D., n=45
>
-
(]
P2
&
-
B

4 6 :
B (hr)

MAEFPREENONT AUC, Cmax %D /37 A — %, R ORI R OERIEIEL - K% O K5R
FFICE > TR D AREEND D,
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<7 Lvr RNoa pgsE 3bmglHIET.) >
HBIREIE S DAY IR SRR T A T4 v O—HSEIZS>WT CER 18 4F 11 A 24 A IEAHRA
F£H 1124004 &)

7Ly Ra ke 3smg THETL] ROKRF o U8 385mg &, 7 B A4 —_"—JElC L 22 1

(T Ruofge LT 356mg) EMARFICHEHERER DG L CTiiEh Ty Lo Mo URRREZ
HE L, G5 3YERE ST X —& (AUC, Cmax) (22T 90%(E X LIS THREHENT 21T -
7ohERE, log (0.80) ~log (1.25) O#IPHANTH V. WA DLW FIRIEEDHER SN,

HENRT A—H BEINT A —H
AUCOHS Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

T L Ra ok

48.91t37.74 16.4888+14.6623 1.22+0.46 1.82+0.92
35mg [HIET |

AT m U HE 35mg 45.64+£24.37 16.2460%£9.0170 1.40+0.65 1.76+0.34

(1 #2#¢5-, Mean*=S.D., n=28)

(ng/mL)
30 4

25 1
—e— 7L > KO EE$E35mg [AEL]
50 A -~ KA - §E35mg

18E#%5, Mean=£S.D., n=28
15 1

10 4

AR O7 v NBEHE

MAEHR N NS AUC, Cmax 50D/ 7 A — & (3, #ERE ORI DL + IR 55 O Rk
R K-> THRRD RN S 5,

(3) HhEE
B R L
(4) BS - ftAEORE
(Tvii. 7. MRAEAEH] OHEZH)

2. EMEER/NTA—4

(1) Bt AE
M E R L

(2) BIGERETER
B R L

18



(3) HEEEEH
R L
(4) FUFFVR
sk L
(5) A
LR L

(6) EDHt
gk L

3. 8%H (REaL—>av) #HF
(1) A&

B R L

(2) INSA—SEHER
B R L

4. R
B R R L

5. &%

(1) Ini&-fsiBs P& E i
AR L

(2) m-teREaFYEE
(v 6. (5) 4ttm) DOHZM)

(3) Hit~DBITHE
(V. 6. (6) 3L DOHZEM)

(4) BEBE~DOBITHE
AR L

(5) Zofhoi@~nBTH
EEER L

(6) MTBOHSE
EEER L

6. R

(1) REBERAIR SRBER
EEER L

(2) RMICEETSBFE (CYPH) O5FE, F5X
EEE R L

(3) VEEBENROFERVEZDES
AR L

(4) REVOFEOFERVESL., FELE
EEER L

7. Bt
EER R L
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10.

1.

S U RR—42—IZEAT H1EH#
MR L

. BREICLHBER

MR L

HEDNDEREZHITH8E
MU ER e L

ZDih
MUER e L
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VI. £t (EAELOZESF) CEY HEE

1. EERREZTOERE
BE STV

2. ERHABLTDER

2EE (ROBHIZEIBRELEWNI L)
21 EMAEXIIT 0T 2T (BB RREAE) %O RIEEE A B S Y 5EEDOH LHEE [RAO

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 ]

(fi#E)

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

22300 L EERZEI L TND I ERTS>TND I EDTERWEFICAAIZ L LEZEE, A
FINEETHHA LD, AR EHERE ORAVWPRIBE~TWE LT T2 EMREREL 720 | Fl
TER ORBPHERT D AREMERH LD T, b DOBHEIITEEG LN L,

2.3 KRN DRSy 8 D \WIEM O B AR AR R — b RIEFNT 3 L EE O BETERE D & 5 BE 1T AHK] %
B Liea, BB EZTREEERH LD T, TNHLOBRFITITERE LT L,

2.4 KB OBWMENFEHWERIZEZ Y, MIEANLT T LDRTNEZ D ERHLDT, BRI T A
MAEDBFITITHEG L2 &,

3. MREXIHRICEET SR EEDEH
(TV. 2. ZRESUINRICEET SR 22452 L.)

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

5. BEELGERMNIE L TOER
SEELEXMIE
8.1 AANTIAMEER, FEF OREI LRPTfilBER 20 2R ZTZhind 5, FrlicEuickH 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. BHEENL 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 F— hRIEANC L B1BREZZ T TOBHEREICRBNT, WEEX - HEEHEAND D
NHZEND D, Wil SNTIEF DL < D% OB 3T 2RI 72 L E < R ATk g 12 B
HLUTHIL TS, VAZRTELTCL, EBEER, (L25E, MEFAERER, a1rFaxs
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7oA RIREE, BORBEE, NPEOREA, RAHLE OBEESEN ML TN D,
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
VBN o TE G BIIIAKIORIEEEZBET H 2 L,

Fio, AENEZFRIESZ &, EMNARERRELZ 052 & ERSZ2RICARKI O % hE
EERRC S L CRIENZRRAHLEIZT CTX 2R VBET 5 Z L2 E A BAEIC AL, BREXRED S
NGEIIE, BEHICHER - NP R 2272 Lo IchET o2 L, [11.1.6 2]

8.6 EAKRARR— FRIEAEMEHA L TVDIEFICBWT, SFEFEENHEI LI OWMERD
5o ZIHOHETIL, BORYIMEIZEE L CRILLIEF LRBO LN Z &b, SAHEK,
iR, BREOERIH G, FaEGER+Z23 5 L5852 L, [11.1.7 &2H]

8.7 AR AR F— hRIHIZEMFHEH L T D BFITBW T, JEAMEME TR 12 X 2 KR
HHR 7 T MR E B, TR EESR S EOEEMETI NI LT ORENRHDH, Zb
OWETIX, SERFINEZ 2HCHEM D D HH Hanc RERE, BRAAES. mibiia 2380 CHIBEE 23
BOLNTNDIHELHDZ LD, ZOX I RIERPBRD LNTHEIZIE, XBRREZEEZITO.
WO RAEEITH 2 b, Flo, WMAMEDEIBNE UL FREEMERH D Z D, FAICIEERE I
fL & -G AITIE. OO OEIRE AR L, X AL 1TO oL, MEICEE T 2L, X
FRARAREIZIE R E O IBE S RN 2 BEHE AT A A BT Y . 20 X 9 ATl b 72 L@
{75 2 &, [11.1.8 ]

(fiah)

8.1 B, NMEN~OREIWEAOAREMEAZIR T S 272DI12iF, RAIZHOCHICHNA~BIRESE D Z
ENEETHD, BEORWEHAZERTS7-01Cb, BENIRATEEZETT X012+ 07%
RS2 T H0ERNH D,

8.2 LFHIHALE TS 2 RHWEH OFRIE & 72 2 K O 28l SUTTER A BLIN 72 1212 & A4 % IR Lt
J 5 & BIERDRRET 2 faltkd 5 WL T 2 fERER &< e b, T O XK 5 728 I E
IRBNIZ GG, AAORAZ P IE L TREE2%IT 2 L) BEFICHRET L2 &,

8.3 HHFIED T LIBHRICH S e BEO NNV T AOBEBRBLETHY . & LARE L TWIUE,
WMLRTuE oo, oT, BEELOL RNV U LEEBRT L OBET5HZ L,

8.4 AF|IOBEWIHNHIER OFER, MIEH LT LRV O TFREZDZ ERHDLDOT, K
VU LMIED B D BEICHEGTHHAIEL. SO0 UDEEEITHIZ &, £, EXIVDRZ
FEXITE X I UDRHREO LS R IR T ANHEENRH L &, BEPD DI LT ZRIUE
TRENPEI N T AMIEEZBZ L2 | RAIOIERDRBFHF3ITHE NN ENEZD
NHDOT, ZOXIBREBNHLILGAEITIT., HOLUDIREEITI Z &,

8.5 B ARARF— hREHIDIREEZZ T TV HBHEIZBWT, HHEERH LD Z LR D
o HEERRBO ) A7 R BEICHTIRESAEH L EERET A L LY,
KA GBI D720 | BUEEESE - SR E MK ORI Y 2 7 K (DEORHASE) &4
BT ENEETHL I 0D, AFEGFMGRT, LN (AEERNOEFEIREE) %
RO b, HEIZS U CTHE 2R AR A AT, RENRERILE S TE LRV FEETE L
o, FRETLZ L,

OopEER (77 v 7)) Ty Tbit s n
QEMM 2 REHRAEC N ENE B Z 21 TV D )
QHEH BHER 2521 T 500

8.6 M4t Lk T B AR AR R — R REHAI 2 H L T2 BEITB W THHHE B 5 O BIEH #H

ENEEINTZ LD, EEMREDZ O LT,

22




8.7 B ARAR R — FRIEHZ RHIHH L TV EHFITIBN T, FEAMEMESUTBM ARSI L 5K
BREERA T, AR E-E RS, AR B8 FORER T ORE N H D720, FEERFD
TR OREDFES O Y 27 Zi#i L, EERmES L 2L L Lk,

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, ER, R, + 1B,
XITEBEEO EH L EREEOEBIERZ B ST H A RERH LD T, 2O OEBRENRH 5
BEICIFEERICRGT D &,

(2) BREEESRE

9.2 BEHREERESE

9.21 EELBHREREEOHLBE

(1) EELEWERED D DBEZIRE UERRBILER L T,

(2) ENDERERT — 4 _X—2 % AWTEEHEICB O T, BHEBREDOIBIRICE AR AR R — b
REAEEH L -BEEREEREO Y B, FFIC, MERBHEERERSE (eGFR 2
30mL/min/1.73m2 AJi) T, BHEREN EH ORBF & L TR L T AisE (FE M 2L+
2 AR 8mg/dL Kii) DU A7 BN LIz E OHENRH DY, [11.1.4 BH]

(fi70)

AANTB ML O IKAITH 5, HERBHIEREO S 5 BE RS LZGA, Y2 LE Sl
N L TR Vo 0 AMSESEORITER BT 5 /leetEnN H 5 0 T, BEELEHEREED H
LEFICHRGTOIREIEET L L,

BRERERE E BT T T D E AR AR R — b REAIE SR OREMICHET 2 RE RS EDH L
ZHME LT, M TEE ARG R SRR A HEEIC L 0 MID-NET®™ % 7o i A 23 Fi &
i, TORE, BHRERSE 42 A0 2 HHIRIE BT IC E AR AR 3 — hREHZ M H L7z,
K2, w7 B REREE B 1TV T RV Y AIUE O FEH NG 5 WREVEDS B D = & SR
X9,

FREAEEE x| BHREEE BT IR A ARBIB GREOK I L T AMIED Y A 7 IO THERIEME
T B, AREIZECHE LT,

%) MID-NET® |32 ATBOE N EEGEFEES B GHEEDO R — L=V %2 ZZRIZ3 0,

https://www.pmda.go.jp/safety/mid-net/0001.html

(3) FeEEESRE
FRE Z ATV

(4) £FEREEHT 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

R CTOMM &Gk & OBIEIZEA & TIEZAR U,
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(fifam)
E AR AR — FREANTEHEEICER D AT BICEFHE~MRL OB S, B5 4251 Lz
#% ORI IR TR S D ATRENEDN B 2 O T, HHRAT O 5 TH > TH ZD%RIIR L= 5A8 1B~
DBLEBEETERNZD, EARARRE— FRIEHIH@ED Y 27 L L TRRE LI,

(5) b

9.5 ITiE

PEAR SUTHEIR LTV D ATREME D & 2 ZeMEICIE, 18R LA EBMEZ BE 5 LR S h 256
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E 4 KE
s Organon LLC
5844 FOSAMAX- alendronate sodium tablet
FIE - Biks | 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
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
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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.

+ 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
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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. BUCEBITLBEKRZERR
ERICEY SBIMER (F—RXFSUTHE)
AR T M EOTEBEOHDELR E A=A M T VT L3R D,
( TVI. 6. FrEDW R AT HBEICHTLER] OHSMR)

Drug Name Category
F—ANTZ VT DO4E alendronate B3
(2021 4 4 H k)

2% PO
A=A NZ U7 D555 (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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