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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
< HkE >
(1) HRANE, 7Vvr Fur@gl Yo LRz A5 &3 2 B HEERFEAITH 5,
(2) BERZAMEHE LT, &1 - ABEAREE, B - +E0ES, IFEERE, ®E, £y 7 Al
JE, PR R EEE (Toxic Epidermal Necrolysis : TEN) . B kEIRARE R (Stevens -
Johnson JEMERE) . BHHEES - FAEEHMA. SNEEFTEE, KRG T, SRS BT,
NREEHHEOHEEFHNRE SN TS, (VI 8. (1) HRZEWEM & WIHIER] DES
1)
<BE 5mg>
1 H1EEEOHAITH S,
<#E 35mg>
1 EEGORATH D,

TOE R

3. HaOHFFENRE

<#HE bmg>
PTP v — MNIE vy Far ba— &7\, 18EZ LIk 4 - BEE#RiL Lz, £/, PTP v — D
UImICIE MR L X D FERREE oRiLx L,

<§E 35mg >

(1) BESAHRYr—IfEPTP > — NI, 28810 — b (ST HAD) T, 18T 2ICH 0BT
ZEMTED,

(2) BEIAUM NNy =& PTP & — Mo, Mk, RMTGIE, BSOS, BWERICET 51E
BHEHEHZRL LT,

(3) RAENB xR E LT, v— MIIRHBOTAME S 5, iz, I Lo F—lifH o — L Z25liE
gLz, (IXII. 2. ZOMoOBEEE] OESMR)

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
Sl A $ 7o o i
AR 1 oD T T S pili3




5. REBEHRURE - A LOHIREIER
(1) RBEH

LR
(2) & - ERLOHREIE

Y L7

6. RMP D=
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. —i4
(1) M4 (WMAE)
Ty RurEEF bY v sk (JAN)
(2) #4 (@aE)
Alendronate Sodium Hydrate (JAN). Alendronic acid (INN)
(3) RTL (stem)
B ARETFHEIEE ¢ -dronic acid

3. BEAXITTERX
LS

HoN ,f%v..ﬁ‘}{' PO:HMa

HO PO:H: " 3H.0

4. DFRRUDFE
4313 0 C4H12NNaO-7P: + 3H20

sy 325.12

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

6. \EAA. 4. KBS, iB5ES
Briz7e L



. 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
ARSI AHEE, SRR 2 N2 THENL | 783 SH 5, BARF, KRZM2KEE(LT MU U LK TH
M35, ZOWRITY U BEEOENRISE 2T 5,
4) EVERGR
AR DKEEWRIET BV 7 DEOEMSIGE 2T 5,
(2) ERE
Wik~ 727 4—
MRS © SN EE R
B 7= =0 b v ATOKF), oK) UKEZFT NI T LA K, VU TER=B
UL, AH ) — R



V. ®EICETSEE

1. #i
(1) FEORXZ
FEE
(2) REONBEUHER
HR5E44 7Ly Ra e 5mg [HET 7Ly Ra UWiE 35mg THIET. )
FITE F HBE
) SR SR

ks
s
ww | wm (35

A —] @

EE (mm) 8.0 10.83X5.6
JEE (mm) 3.1 3.6
BH& (mg) 200 175

. n 818 n 819
AR —| 5 e
g — R #g18 #s19

(8) EAla—F
(Mv. 1. (2) WAIOHE L OPER ] OEZBR)
(4) WA OYME

(MV. 6. BFNIOEFESMETICBIT HLEM] OHESBMR)
(5) it

L




2. RAEDOHER

(1) APRS (EERD) OFERUVFMNA

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 fERELro—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. HADEFEBEHTICEITIREEY

(1) TR

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

O7 Ly Fe UEREE bmgl HE L) IMa##EER 40°C - 76%RH [Fofd a2 iE (PTP @2k) ]
NI EH H =R ﬁ%ﬁ,ﬂﬁ F'Eﬁ
<JRHE> F BH A 1% A 3% A 6 4 A
‘ ALE5T-1
‘I\i‘\’{j_\. NN S AL AN b= iANG
< O RES ALES5T-2 Sk Sk SN SN
- 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
M (%) ALE5T1 | 92.6~104.3 | 91.0~100.8 | 92.9~101.7 | 97.6~102.1
Vi
<154 850/; s 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
< HiHE > FH BH A 1% A 3% A 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/‘11 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
aB (%) 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

AR e I - 2011/8/9~2011/11/18

O7 vy e vk bmgl HEE T Madt 40°C [, XUER]
HRERTEH 7 b PRAFHA R
< B> H5 B 4G 2 [ 1% A 2% A 37 A
MR n=10 . . .
DN150 | At FEE | AADOFHEEE | A0 FEE | HADFEEE | A DR
<BEAfDFELE>
wHE (%) 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 >
8 (%) * 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% >
(ZEE)
DN150 | 104~117 | 110~121 | 109~116 | 113~121 | 105~121
HE (N)  n=10
X FREICHTIEER (%)
O7 vy Rue Uk bmgl HIE T @it 25C - 75%RH [, Bk
AERIE A =N PRATHIH]
<HIHE > T B 4G 2 [ 1% A 2% A 37 A
Mk n=10 . . .
. DN150 | At FEE | DR | A0 FREE | HADOFEE | A DR
< H D FEEE>
wHE (%) n=6
. DN150 |94.9~99.5|91.9~98.7|90.9~94.4 | 93.8~98.2 | 87.4~99.5
<1547, 85%LL k>
8 (%) * 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 RREBEICHTHAEAEE (%)
OT7 vy Ru v ikte bmgl HET) Mot =g, B¢ [D65 G (1600Lx) ., KER ]
ABRTE A =SV L&
<HiHE > Fa B 1A 40 7 Lx- hr 80 5 Lx-hr | 120 & Lx-hr
Mk n=10 . .
. DN150 A DFEE M DFEEE A& DHEEE A DHEEE
< D FEEE>
wHE (%) n=6
DN150 94.9~99.5 88.2~96.9 93.1~95.9 86.2~96.3
<1547, 85%LL k>
a8 (%) * n=3
DN150 | 98.3~100.1 97.9~99.2 | 98.8~100.0 | 97.4~99.8
<95.0~105.0% >
(ZE1H)
DN150 104~117 110~128 116~127 114~127
HE (N) n=10

X B RICKT AR (%)




SRERFEHEHIR ;- 2011/8/10~2011/11/18

OT7 vy Fou U gkE 3bmgl HIE T #|EdE 40C [Fr, [UERR]
PRERTEH = PRAFHA R
<FRKE> & BH AL 2 1%A 25 H 3% A
MR n=10 . "
. CN150 |ABOEEE | HEROREE | AEOEEE | HAOFREE | HADHREE
< D FEEE>
wHM (%) n=6
. CN150 [97.5~103.3| 97.4~99.6 |87.3~100.1/97.3~102.4| 96.6~98.6
<154y, 85%LL >
a8 (%) * 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
(ZE1H)
CN150 59~75 63~72 64~174 62~175 61~71
fHE (N) n=10
X FrREICHTHIEER (%)
OT7 Vv Re UERbE 35mgl HIE T Mmik 25C - 75%RH [, Bl
BRTE A =SV PRAF R
<FRHE> & BH AL 2 1%A 25 H 3% A
Mk n=10 . .
. CN150 |ABOEEE | HEROREE | AEOEEE | HEAOFREE | HADHREE
< HaDFEEE>
wHE (%) n=6
. CN150 [97.5~103.3/96.4~100.2| 96.2~98.8 |98.8~103.8| 96.5~98.8
<1547, 85%LL k>
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
(ZE1H)
CN150 59~75 50~54 41~54 41~49 42~53
E (N)  n=10
X FREIIHTIIEER (%)
OT7 Vv Re UEssE 3 mgl HIE T M@t =iE, Bt [D65 IR (1600Lx) . KBRS
AERTE A =5 S N
<> 5 BH AR 40 77 Lix-hr | 80 /7 Lx*hr | 120 5 Lx-hr
Mk n=10 . .
CN150 M a0 FEE M a0 FEE B D HEEE B D HEEE
<BEAfDELE>
wHE (%) n=6
. CN150 | 97.5~103.3 | 96.4~101.6 | 98.0~101.0 | 97.1~103.0
<1547, 85%LL k>
8 (%) * n=3
CN150 | 99.8~101.6 | 102.1~103.2 | 102.7~103.4 | 100.5~103.1
<95.0~105.0% >
(ZEE)
CN150 59~175 61~172 64~172 62~172
HE (N) n=10

M FRRICHT D AHE (%)




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 LASEOEEHKICHEE LTS Z B ERESN TN D,
(FRBRIIZ/K 900mL % vy, /S RWEIC XL D 50rpm TBRZ21T )

A B

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

15 47 85%LL I
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(2) WSR2
(FL>FRAYEEE 5SmglAET])
B EIRS DA FRF GBI A R T4 VSO —EIEICHOWT CERL 18411 H 24 B 3EA%
AHEF 1124004 5)

AR A
ELE ORISR wHRBRE N RE
[EIEHOR ONRER R - 50rpm (pH1.2, pH5.5, pH6.8, /K). 100rpm (pH5.5)

CHIE]

- pH1.2 (50rpm) Ti&, FEHEREIL OARGITE HIZ 15 LN T 85%LL B L7z,
- pH5.5 (50rpm) TiE, HEAERIFIL OA I E HIZ 15 53 LANIC Y 85%LL EVaH L=,
- pH6.8 (50rpm) TiE, HEAERHFIK OAFHIT E HIZ 15 53 LANIC T 85%LL EVaH L=,
- K (B0rpm) TIE, BEYERIFIR OASIEL E HIC 15 47 ANIC ) 85%LL BIRH L 7=,

- pH5.5 (100rpm) TliE, EEAERF K OA T E HIT 15 /3 EANIC T 85%LL Rt L7,

LU b, ARG 0% s s 2 AR ERGE] (R )= B 5mg) & L 7SR, R TORBIKICIB W T TH#%
ER DM ZRIRFEMERRBR T A T A > ) OHEREBEITES 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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(FL>FRAYVEEE 35mglBET])
B EIRL O FRFEMRBR T A R T4 VO —ERIEICOWT (ERE 18411 H 24 B 3RA%E
AIHE 1124004 5

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) Tl FEUAERIAFI N OURSIEE HIZ 15 3 LAY 85%LL EiAH L=,
- pH5.5 (50rpm) Ti&, FEHEREIL OARGIT E 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 L=,

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

X/

PLE. RO B 2 ERA] (R v 88 3bmg) & L72fE R, 2 ToORBRIRIZIE N T 1
FEE S DM FRI R FENERER T A BT A > ) OFEIEMEIEE 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)

12



10. B - AE
(1) FENRELESR - AF. NEVRKRLESR - ABICHT51EH
(FL>FOU@eE 35mglHEL])

BESAHNY r—]
- R IRAFE, RAZOEE R, SRASUREOXS, BWERICET 2 HEEFEHAE R L,
A ENRIERRE LT, v~ MIRABORAMN S D,
c 28813 — b (RTBEAD) T, 18ETOICUIVEET Z LN TE D,
(M'1T. 3. ®WEHORAIFRRME] OHESH)

() (ZEmH)
I PLUFD2EE35-;rERT, PLUFDEE35-enT, I ' PLUFOY#R35nrems ' PO ER35nremT, !
#1018 ooswey #1015 nosurs DHBNIcLE nHENEE
BEHGUEETERTER A FENCERTERIEDTA ETLEANEBC I ROA TOEL >R TL-BOERIC RO A T EL
FENET smEovs <r“.’""m““"‘,____“’“"“ HEREOTH SRDSU RSN >RBBEL ISR
s e - i = | [ - e = | (9 €
vy BB =S R B8 DaTE Mo B DRTLRESL ff'"'
EREIES ‘ RS ‘ }_B__‘I [Z } " ‘  AEIE ii FECEIC2ROELL TN *EILBIC2RMELNTLIEEL
Ll ? TEORHEEULS FROZRESULS
NDHE DHE WS, &R LROWH, DHAIMC BT, DGBALIOMSY, DIAMC
1B B BT T 1Bk RSB RS T EEBULMSICR. TOCENE <EEBULASICE. TCCERE
Fnﬁﬁmﬂ]%ﬂm:ﬁﬁréfau ﬂmsor:ta’tv:\gl;mgﬁgirslu?* FoRRAEBCERL TS i HRABICERL T a0
DA DA SRR W Ly L LAY
PRI RIC ST, KEOER ARREEI0F BRSPS T, REIROER LG T A E K .-’-; @
I T, ROBEEOEULITREL I AT, ROBEEOEL T EE Taxan @ SE Taman s
. TR LT FELTTTRNL SO TN

AT HAD AT HAD
(2) A%
(FLYFOUEGE SmglHEL))
100 $E [10 $£X 10 ; PTP]
(7L FOUEfE 35mglHET])
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 414k
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 bR (BES Sy )

1. FRRHESIHZEHME
B R L

12. ZDh
RZ YGRS TE e L

13



V. ARICEYSEE

1. MEERISHE
LR
2. MEREHRISEES ZEE

5.RERIIMRICEHET 5
AADBEHCH Tz > TE, BAFRPFZODWELEELSE|
LDREERMBLETDH L,

T, HHURRIE & ORBEIHEE LTV

\

W

3. AERUVHE
(1) BERUVAEDOHES
(FL>FoOUEE SmglHET))
WL RAZIET L ReUfke LChmg & 1 H 1A, HHIRKRIIAKK 180mL & & &I/ 1 #

5925,
B, BRA%A R LD 30 IS b, R OKEZERS) WAL AN ORE N HEECH BEG
52 &,

(LY FRUEeE 35mglAET])
WE. RAZIET L R e LT 3mg & 1EMIC 1B, FARKRHIARN 180mL & & HiTfkn

B5T 5,
fis, RAEARL &b 30 HIEBIC A BT, B OKER<) IO FHFIORE 1R SRS 5
k.

(2) RERURBORTEM - B
LR L

4. REBRUHARICEET SR

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 &,

- AAERAE, D e 30 Ao TLZDOHDORNOBEFRZED | BEELKZD E THIZAR
RN &,

SRR SUTERATICRA LnZ &,

5. ERERALHE

(1) BERT—E21R\vH5—
B R L

(2) ERERFIRFER
B R L

(3) RERGERFAR
B R L

14




(4) BIEMEER
1) ENEREERR
(FLYFRAVEESE SnglHELY)

1711 BRESRER

OREIZE kA
IBATHIE HERIE A 207 BliCds 1T 5 48 MO —EEMAR (B&HE) ItB8W\WT, 7L Fr @
5 (Bmg/A) OREMEE % EOBINER (5 48 H) 13 6.2%ThH Y | I L THRFHIIC
& (unpaired t-test) 72HEEHEMNNRE R LT, Fiz, H5HA 12 B8MZICIE 3.5%DEH
WA R L, HRIRICH U CHEFHEIICA E (unpaired t-test) 72 BB EBMZR 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 ) T o7, HARRAEE LT EBORBBEEIL 15.2% (15/99

Bil) T, ERERARAMETLEIT LDH L5 (5/99 #), CK L& (4/99 f5) ThH -7 9,
IBATHIE HUERIE B 120 BICI 1 5 96 M ORI 5B N T, 7 Ly Ra Vi 5mg/ A &5
BEOREMEE 2 O (5 96 %) (X 8.7% ThH o729,
ARBRCBIT D7 Lo 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
#l) THo7t29,

@ 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, RERETACERE 2 1L 6.7%H I L7z D,
ek, BEHEEEERINT, ERNICBIT57 Ly Fa o fR bmg/ B & 5K LM BIT D 10mg/ B #%
B CHEUT 2 Z E0RENTND 9 99,

17.1.2 BHFEHER

® ENFEImERABR
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%) 10, X 5T, FEERERE L TEMEIN- SEMOBIEICE N THEE 6 » ALRKICEALE
JOREHEDFHLE TR AT, 7TV Fr @Bk s (5mg/H) T 7.8%. XfHIKT 18.8%ThHVH ., 7
L Ra CEEOFBEZRHEAE sz RN 3 RN 72 0 fERd S viz 1w,
ABRICBT D7 Ly Fa UEgks (bmg/H) ORWERORBMEEIL 23.2% (44/190 #) T, F
PREIVEFIZE %% 5.3% (10/190 ) . {EF 2.6% (5/190 i), Hi&EHE 2.1% (4/190 ) Th -7z, B
PRI E B B O R B X 14.5% (25/173 f)) C, EREBRREMEREEHI~NT/ n e VK
T (6/17341), ~~ rZ7 Uy METF (5/173 %), v-GTP L& (5/173 #i)) Tdh -7z 12,

() AANOKBSNTHELOCHEFTT Vo Frofigs LT1 H 1E 5mg Th D,
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@ BONEIERAR (B5)
PRt HUERIE -8 2,027 PICB1) 2 3 EM O 7' T A I — HERILEGBRIC ISV T, o 2
FRI bmg/H, 3FHIT 10mg/ H G LR RIZTEDO LB THD 19,

BT OFEEE BHrIdE (%)
i REEHE D T T 47%
2 {8 LL_E o faREHE o e 90%
FBLRIR 358 51%

1) X#RIC & 2HE

B, T Ly Na UG % O EREE E ENERE, WEAMNC BT D 10mg/A S 12 5 A% O
EEENICHE T 5 bmg/H &5 48 # % DEICHELMERRD b/ 389, Flz, T Lo R U Bo
B EE AN R & BT s RIIAERI 35 2 L AR SN TN D 19,

() AFNOEKREN-HERLOCHEZT L Ferofeé LT1 H1E 5mg Th b,

(FL>FOVEEE 35mglHET])

17.1.1 BRESRR
O ERFEIEHER
BATHE HLROE B (AR 5 297 1)) (2B 5 52 B “HEEMRABRICBW T, 35mg
#%) (35mg/iH) 5 OMEHE (L1-L4) BEEORME (FE5 52 ##%) 1L 64%TH Y. tRIED
5mg (5mg/H) #&50 58%& il L CHBEHIMDNRIIFAECHoT, Fio, KREEEE (&
5. 52 #1%) 2BV TH, FHEN 3.0% (35mg/i#l) K 2.8% (5mg/H) & [FIFLE O % FEHN
R ER Uz, 72k, RAEMIZBW T, 35mg #AI (35mg/ill) &5 ORIEMAMEBLIZIL, bmg (Amg/
H) #h5 L RBETH - 19,
ARFRERIZI T 5 35mg A (35mg/illl) DL RMEFHMxE 168 5+ 22 1 (13.1%) (T 28 D REIE
DD BT, EARMERIZIMLEREETH Y 24 £h [ EIEEHH 4 15 (2.4%) . B AP 4 144 (2.4%) |
BB 31 (1.8%), BH& 31k (1.8%) %] Thotz, £z, MR ZH)IL 168 51T 6
(3.6%) IZ 10 FRDBIT=, 2L DLy -GTP L5 4F (2.4%). AST L5 24 (1.2%). ALT
EH 24 (1.2%) Tholz, 72k, 5% % M2 2 HEORIERITRED bivienoiz 16,
@ W\ EMBERE (8%5)
PR % EHLERIE B 1,258 llC 381 5 12 » H Mo B EMILERRIZI VT, 7T0mg/l & 512 K %
JEHE (L1-L4) OBFHEEOHEMFEX 5.1%TH V., 10mg/HE G D 5.4% & FEEEZ R LTz, Fiz,
KEEEBEEE (12 7 HE) B0 TH, TNE 2.9% (T0mg/ill) KO 3.1% (10mg/H) &R
EOFEBEEMMRELZR LT, B, ZeicBWT, TNENOER5IEICKIT 2 RWEARBHERIX
RIFEECTH -T2 17,
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%CThH Y, RIEIZKT 5 bmg FH| (bmg/H) OIELENPHIES T, ZORERIZBVT,
Bl 6 AL HA LTz MREHEO BBl E T A =1%, 5mg ®A (5mg/H) &5 CTIIxIRIKIZ L
LT 84A%IK HEHICHEZZRD T (FARHERED 3 66%), £7-. 2 FRIZIIT 2 MEHETD
B OFHEITRAERIT 5mg FA] (5mg/H) £5 TIIHRIEIZ LT 4.9%K0» - 72 (FExHEBR
HE6T%) 10, XI5, EERBRE L CHEMI N SEMOBEIZB W THEE 6 » ALIRIZRAE
L 7= MEHE D FR B 3 A 2R1E, bmg fH| (bmg/H) #5-T 7.8%., %MK T 18.8%TH V. bmg
K| (bmg/H) OB ERMEARBITEIHIZI R A 3 FERIC O v R Sz 1w,
(F) ARNOABREINT-HELOHEIZT L Fe e LTHE 1 [E 35mg TH D,
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@ BN EMMAERER
ARG HERIE B 2,027 21T 5 3AERID 7T B AR5t B SRR BT, &0 2

FMIE bmg/H. BRI 10mg/HRG LA RIZITRDOLEBY TH D 19,

BT OFEEE BHrIdE (%)
i REEHE D T T 47%
2 {8 LL_E o faREHE o e 90%
FBLRIR 358 51%

) Xz X o4

723, bmg Al (5mg/H) 5% O NEIMEHEE % EEHINRIX, WEIMZBIT 5 10mg/HE 5 12 » A
B E EWNIZE T 5 5mg/H 5 48 il OEICEERIENSFED Dz 9 9 9, F 7o H EEHE N
FEBFIHDRITHERET S Z AR IR TV D 19,
() AFNOKBRBEN-HERLOHEZT L Frofge LTH 1 35mg Th 5,

2) REHHER
MBI L

(5) BE - REBIHR
Pl vz

(6) amaatEm
1) ERARERE (—REARERE. HECRARBRE. EARRLEERAE). BERFT®RT 4R

—AE. RERFRERZBROAR
RUER R L
2) BREHLLTEEFEOABTNEREL-HE - HROBE
AL
(7) £tk
& L

17



VI. EMEEICEYHEE

1. EBEFWICEAESH DL
B AR AR R — kA

EE - EEO D LB W DORIRE -

2. ¥BE#EHR
(1) AL - ERBF

BT eahE#

BIRTEL, BT ORI SCEEZ ST 5 2 L,

TLryRarBITEONA Rufd o 7R 4 MIEWETIEEZRDH, 7 v b CRIE MRS EFEET S
BRENBINNC oM Lz, 7 Vv R U BB EMIICR Y A EN 2% OIEEE2MGI+25 Z &1

L0 BRI R &
(2) EMWERTITHHER

A 18- 19)
R

18.2 BERAICHT 1R

TR

itk

i A

YRELRH Z > b 20

Ty Reoge LT 0.04~
bmg/kg/ A % JF B4 (1 o> FE A 2
52 » AMRN&s

PRERFHIC L 2B EBDET VY Ne Ui
& LT Img/kg/ A LL Eofe 5 & THAKLIZ
PR A 5 2 T LTz,

YRELRH Z > b 2D

7Ly Rkuaryie LT 01,
0.5mg/kg/ A Z YR BLAGH O A 7>
512 » AMROEE

Tl Ra e LT 0.5mgkg/ HD 1 4fH
DOREAFREIZ LY | IREAHHIC X 2 EHEOF
|BORD I L, INEIERH T > b & [AER
DOE TR ZHERE LT,

EH%TF.%Hj bt b 22 23

TLryhRrrEEE LT 0.04,
0.19mg/kg %, YNEFIHI% 2 3
(21|, 2 FMEERIRN S

7Ly Raofge LT 0.04mgkeg PLETH
AR EERTTHE S IR B IERG L L~ L & T
&b Z &R, BN~ — I — R OEF
BlICL v REnz, £, WREELZ B AKX
{bapEEEFIcmmEE, a8 EOHRMED
TUEAEBLIE LTz, TEHEDUHERE OFREIXT L
Y Ru gt R U T ARSI LD
MU, B&EEREICIZIEOHENED b
77,

18.3 BRARILICHT 2 HE
7Ly Ryl M) LKL, EROFERDET BT 1 EU RO (Fy kil
. bR 28 BTol b &, BEBADEZIEHT 25 & TITEAIKILEE 2 R~Eed 581085
ST 20 22 R\ FED T » b (Schenk §Fli-R) 128\ C, BRI Z B3 5% 5 &35
HIRAL & FEET DG EDOFK) 1/6000 TH Y | IEWEEIMINRENTND 29,

18.4 BHAE. BITaMBREICHTIEE

EULZEn ik i R
IEH A X 25 20 Tl Rrroge LT 026~ EFHA XICHKHAEORN 10 FEICHYET 5
Img/kg # 1 B 1[0, 34RO T LYy Ru @) b v ok % 3 FERIFR
A G Lize 2A, BT 22, M
AINEHT. BEARIE &2 R TR IR H AR e
-7,
B A X 20 Ty Rrrige LT 2mgkglfRHEOR 20 FFREICHY T2 RGICE-
Z 1R 1[E, BET 9 EE., & Tb., BIEEHAOEREICZITED &
Pt 16 HREE D5 T, HITOIREEERIC T LEEE 52 0
ZEBREINT,

(3) EARBRM - F
B R L

B e
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VI. EMBEICET HRE

1.

I R E DHERS

(1) ARLEDGOPRE

RUERR L

(2) BREABRTHERBSAOPRE

16.1.1 BFERAB FIc7 L Feofil LTh, 10, 20 XN 40mg = &4 T D82, @R 2 i
MANCHER ARG L& & (B8 n=5~6) OMjETT L Fu UEREIE. 5 XY 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) TH G- 2 K& IH T Sz 29,

16.1.2 EFER AL T (n=6) 12, 7L Rr it LT 20mg 5 A7 H8H% . #§l&O 2 KA
1H 17 BREXERAORLG LZEE, MiGH 7 vy Fa U BBEX 6 BT 1 4TS 4 HE
(27.0ng/mL) & 7 HH (19.0ng/mL) (2. Blo 14<7 HA (11.7ng/mL) &, TAZNHF )
R S 7o, TR TEERR (11.5ng/mL) Kiilfi Th -7z 29,

(1) AROFBENTZHELOCHEZT LV Fe e LC1 A 1 [ 5mg XiE# 1 [ 35mg Th

%,

16.1.3 EYF MR F1EHER
(FL>FoOUEE SmglHET))

BIRE S OEY LRI ENERBR AT A R T4 > O IEIZHOWT (CERE 18 45 11 A 24 H¥EAR
AR 1124004 5)

7Ly Ru i bmg THET] ROWRTr U bmg &, 7 B A4 —_"—kIZ LD ZNEh 16
(TLvy Ruerfge LT bmg) REFEHRAS FICHEHEERO&E L TR 7 Lo Fa CERRE
ZHE L, FoniHEmEE T A —4 (AUC, Cmax) (22T 90%(E X A THEGHIENT 2
To7=4E R, log (0.80) ~log (1.25) DOHFPANTH V. WHI DAY LIRSS L Sz 29,

HENT A—H BENRT A —4
AUCOﬂS Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)
7L Ra o
5.35+2.67 1.9784+0.8327 0.98+0.51 1.79+0.63
5mg [HI[ET
ARF 1 8 bmg 5.656+2.75 2.1313+1.0582 1.11£0.51 1.90+1.12

(1 #£#¢5-, Mean*=S.D., n=45)
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(ng/mL)
2.57

2.0 1

R O\ CNBSE

—— 7L > RO BsEsmg [AETL]
-~ KF 0O §E5mg

188485, MeanXS.D., n=45

4 6 :
B (hr)

MAEFPREENONT AUC, Cmax %D /37 A —H %, R ORI R OERIEIEL - K% o0 K5R
FNFIC & > TR D AREEND D,

(LY EFRUEeE 35mglHET])
HISEIK L OAY)FHIRI SRR T A R T A4 o O—EekIFIZ oW T (ERk 18 4F 11 A 24 H 3K &5%

AIHE 1124004 &)

T Lv ReUfEeE 3bmg [HET ) MOVRT U8 3bmg 2, 7 R A4 —"—klckvEnEihn 1
b (7L r Rue Uikl LT 35mg) f@FERAS FICHEHEERO&L L TiEh T Ly e Uik
EEUEL, Son-E e 7 A —4% (AUC, Cmax) (22T 90%(E 18 X ML TRERHI#IT
AT o 7o kE R, log (0.80) ~log (1.25) OHFIPANTH V| WHI DLW FEH R Z M RS X iz 29,

HENT A—H BENG A—H
AUCOHS Cmax Tmax tie
(ng * hr/mL) (ng/mL) (hr) (hr)

VAN =3
35mg [HIET |

48.91+37.74 16.4888+14.6623 | 1.22+0.46 1.82£0.92

AJ v BE 35mg

45.64+24.37 16.2460+9.0170 1.40£0.65 1.76£0.34

(1 #£#¢5-, Mean*=S.D., n=28)
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(ng/mL)

30 1

25
% —e— 7L KO EE3Smg [HEL]
? 20 -~ R0 §835mg
< 1524%5, Mean=+S.D., n=28
S 15 1
O
>
g{i: 101
e
E

5.

0 ;

0 2 4 6 8

MR NS AUC, Cmax 500/37 A — &3 #BRE OBRIR (R OERHEH + B 5 0 7R
FFIC &L > THRARD AN D 5,

(8) shEE
B R L
(4) BS - ftAROEE
(Iv. 4. AELXOCHECE#ET EE], VI 7. HAEER] OESHR)

2. EYEERB/NTA—S
(1) BITAZE
U ERR L
(2) BALERETEH
MG RR L
(3) HEEETEH
MR L
(4) VY7353 vR
U ERR L
(5) HHEE
MR L
(6) Tttt
MBI L

3. B&MH (RExL—3Y) @
(1) BAE
MR L
(2) RS A—2EBER
MBI L

4. R
BAORG%OT Ly Fa B IRInE PR E MK . YW ORI TX 72072, ME— D1 IR
THDHIRFHEM 2RI OFEE S L2, [16.5.1-16.5.5 £f]
E IR SR O RMEAMEIL., FEFEnE L NSRS CTENEN 2.49% K% TN 2.83% T - 72 30,
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5. 9

(1) Ii&-kxESFE@EE
MUERR L

(2) miE-RAEEIFEBYE
(IVIl. 6. (5) ki) DOIEZSM)

(3) Eit~DBiTit
(TVIl. 6. (6) #ZFhw) DOESH)

(4) HE~NOBITHE
MUERR L

(5) ZofhoiBB~DRITHE
MG R R L

(6) MFEEAKEAE
MUERR L

6. R

(1) KREBEEIRURBEHEE
TLYRaUEET N U LKA GICE Y BT e B TREIZRD ST 8D 82
(2) K#ICEAE5T 58K (CYPEH) OHFE. F5FE
MUEER R L
(3) VEEEHNROEERUZDOEE
A v/
(4) REVOFEOERRUESEL, FHELE
R L

7. et

16.5.1 fEERAB 7 L Fr gl LT5h, 10, 20 KN 40mg 2 & H T 588412, §l&O 2 i
RN HERE O 5 Uiz & & (B8 n=5~6) O 5% 48 IFfEH £ CTOJRFPHEMEHRIL 0.65~1.41% (%
EEME) ThHY, HERICEIDZAELRETRBO N1, TOIFEALITHREH% 6 £ T
Pk X A7z 82,

16.5.2 JEElin &t (PR 60 A, n=8) M O\EE LMt (B 65 Ll b, n=8) 22/ n =
F—N—{ETT LV Ru g N v aKkmmaERED (T Re s igé LT bmg) KUHIRIN A
W (7L Rkl LT O01mg) &5 L, 5% 48 R E CORTHRMEZJE LIz X, F
FLORERNE LN TN S 30,

s PRAFBPEIERES (%)

F R 5 & e 5
e v 44.7 1.11
ok 44.1 1.25

) &

() AFNOABSNTZHIEROCHEIZT L Fr s LT1 A 1A 5mg X 1A 35mg Th
Do
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16.5.3 [ Lot (n=23) 12 2817 0 24— S—3ET, 7L v Fuu@d LT 5 &R0 35mg 24 H
T D8R Z RO 2 BERFNCHEER %G Lz & &, %51 48 B £ TORPHEER O %M
fEtt (35mg #E/5mg §E) X 1.02 Th -7 33,

B JR epr et AT b
(mg) (%) 14 90%{ L X fi]
5 0.47
1.02 0.79~1.32
35 0.48
TE) Ay

16.5.4 IS CITONIZRBRICISN T, HRE LT Lo Fr o ike LT 10mg 25 A7 2 5kl %
BRI 11 5 (W14 0D 2,1,0.5 WERIAT, B R OY 2 IR D 5 17 1 A4 — N —ik) Lz & & (n=49)
DF 5% 36 Rl £ TORPHEME CRAPFEME) X, #I& 2, 1 K05 BREATORS TixTh <

N 12.68ug, 888ug KU'6.78ug THY | W& 2 FERHIANCR G LILEAENRGE o7, —T7
FIEER LD 2 R % O8R5 TIEZ < AVERRR (Ing/mL) K TH -7z 39 39,

16.5.5 Vs TITh i BRICB W T, RGBT L Fa Uige LT 10mg 2 &6 5 8% .

KoF—b—=XFIA VL VYV a— R LFERHICHEIR ARG (3 H]17 m A4 —/3—ik) L7z & & (n=40)
DEG% 24 FFE]E TOIRPYRMER GROTEEMH) 13

K (19.20ng) ZRIFFICERLZGE LT
N o—b— (743ug), ALYV a—2 (6.7Tng) TIEK 60%HE L7 39,

() AFOEKRBEN-HEROHEZT L Frofeé LT1 H 1 5mg XiZ#E 1M 35mg Th
60

b5V RH— 5 —(<BT B
AR L

. ENEICKIBRER
MR L

10. BENDERZETH8F
MR L

1. Z0Oith
MG RE L

23



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,
AAN O H-BRAARTIE O PN OFFLIRREZ Ml L, MBS U T, BREICK Ly e thRHRE 2 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 &I, OMEN~OREIWEAOREMEAZIR T S 272DI121F, RAIZHOCHICHNA~BIESE D 2
EVNEETHD, BEEORIERZRBRET A7, BEDPRALTEEZESTFT 5 X9 12+707%
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
5 &, BWERNRELT 2 ERMED 2 WXL T 2 faRENm < 7 b, 20 X 5 2pdE S E
EARBNTGEIL, AFORAZFIEL CTREE2ZTL L BEIC ST 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 AHFNIOFBWIIMHIER OFER, MIEH LT LRV O TFREZDZ ERHDLDOT, K
U LAMIEDH HBEICEGT AL, SO LOREEITH L, £, ¥4I DRZ
FEXITE X IVDIRERFEO LI R IR T ARBEERH DL & BENL DI LT LRIUE
TRENBEI NI T AEZB I LD | BKFRIOIERIRD I/ ONRN I ENRERD
NEDT, ZOXIRBEBNRDLHIHGEITIL. HONUDIEREEZITI 2 &,

8.5 BARAKRFR— FREHDIGEEZZ T TWHREFICENT, HEFHEIERNH DN Z RN H D
7o) FEEARIO Y A 7K+, BEICKTH2EESELLH L EERE TS 2 L & L73e,
AN GBI HTZ0 | FAEEEE - FEEHRORPNR Y A 7K+ (APEO R AR 24
BT LZENEETHD I &b, AFEEGFARTIC, LUNORE (AEERNOFEIREE) %
RO b, MBS U CHEY 2R R A S T, REM R ERLE A TE LRV FEETHE X
IR =t A NI

OopEER (77 v 7)) Ty Tbit s n
QEM L IHERAEC O ENEHEZZ T T D0
QHEH BHER 2521 T 500

8.6 A SCHRE: T B AR AR R — N REHAI 2 L T2 BT B TH BB B 58 O BIEH

EPEM SN LD, EEMEDOZ DR LT,
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8.7 B AR ARR— FRIEH 2 RHIEH L T2 EHF IV T, FEAMEMSUTBBR A NI L DK
BRE AT AL RER - s, AL R B R 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%. REEFZFOLHHILEEELHELEE
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 BieEEERSE

9.21 EELBHREREEOHLBE

1) HEEZRBEEREDOD D BT 235 & UKL I L TR,

2) ENOEREHRT — 2 X— 2% O ESREICS O T, HHBRIEOIBFIC E AR AR X — bR
TR 2L L7 B RE R E BE O O b FRIC, & R B RE R E B (eGFR 7% 30mL/min/1.73m?
FE) T, BHEREIEF OBE L B LTRSS AME (RIS LS W AMEDS 8mg/dL
Kiis) OV A7 NI L= EOFENRDH D 37, [11.1.4 BH]]

(fiah.)

AANTE ML OIEF CTH 5, EELRBTHEREOD 2 BHITRE LA, JEEDSILE S huf

R L TR L >y AUSEZE ORIER N RET 5 /RN 5 0T, EERBEHEREED H

LEFICHRGTOIREIEET L L,

BHRERE BT IIXT D B AR AR R — N RIEFEGERO LT 2 ERE TR ST L 2 &

ZHME LT, M TEE ARG R SRR A HEEIC L 0 MID-NET®™ % 7o i A 23 Fi &

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 D ARBIEGEREOK I LT T LAMFED U A 71T OV TR

T B, AREIZECHE LT,

1) MID-NET® |32 ATBOE NEEGEREES B GHEEO 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
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

OB ET D 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— b 0.038 mg/kg & B[RRI G L7- L &, jpEd
R RE VR B VX M HE B RE SR B IR R R & 2 o 7o B 1% 24 BERICR VW TH 13.31+1.48
ngeq./g ZaR L7z, IR TIHIZE A EORE R CTHRIEBRRH CHY . BE~OBITHETD
otz 89,

(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 & ERASER - P E 15 B - fERIAR 1
TN T A< TR NEOEREORMAE D72 &b 30 iR AFNTZMOBA 4 (Ca, Mg
BEGAHTH%0A STHBIRATLZ &, )X L —bNEEKTHI EN
T BAFEA bDHDOT, T % & ARA DRI
il 51 IR TFEE5,
~ 73 LRI

(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
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8.

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

Bl{EMA
(FL>FRAYEEE 5SmglAET])

11.8/EH
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] i A DA 7L 0 B L7z,

(FL>EFRAVEE 35mg/IBETL])

11.8EH
ROBWERB S 5o ZENRHLOT, BlEZ 7TV, RENBO oG EICiT&kEz T
142 72 EHEY R AVE 24T O 2 &, RBIVEH OB IE 35mg BF| (35me/illl) O RFAER K OVFFE
MBRERAED R L HH L7,

(1) EXTEIMER & ORER

(FLYFRVESE 5mglBET])

1.1 EXLEMEA
111 BE - OFRES
S [AEZEL (AR, ks (BEEARE), AERE (0.04%), BIEX (0.2%). &
BEOOLA HEARH) Bdbobiv, HnztE> 560365, ]. OENIEE WEERH) bbb
DT ENH D, MEOTAER (M, i, 2, R, W TR, B TR, o, DREN
BRE, DR OB - BE) IEETHZ L, [8.1. 8.2, 9.1.1 ]
1.1.2 B - +—EBEE
(M) F - +2HBBEE (0.4%). HimMEE K (0.02%) Bbbbid &b b, #lFEXIX
SER (eifn, T, B, EREEE. LEER. RSO - BAS) ICEETH 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 ERELZE BRIV U AIERH L DND 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., BAEREEHRHNEFOFREREHR HELH)
[8.7 &H]
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(fian)

11.1.1 —f%ic, BE - OFENFEEIHER & UTHer, fBRAARIT D, BRAGA T D% 7
MDA EHBODZENRDH D, RIE - NENREENEDNDHAICE, H52PIEL CE
BB AT H 2 L,

11.1.2 — %2, B« T IRIBEEIIOBER E L TAETBLORA, BiE. R, K. IEH,
BECRIR, THI, BRREEZBOLZE0nH5, B - +EBEENEDNLIGAICIL, &
ZHIE U CHEE) e AE 21T H 2 &

11.1.3 —#%ic, FFHRERE S IIMIHER & L TR ERmk, BRAIR, &R, W2 S A2 5 2
END D, Fio, BEIEITHIER & U CTREORIE e E 0 GE2d) 25 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

) . AARORIEE, I ORE, L0, FROEBAREZRDL NS, KA D
AMIENEDON DA, #5421 L CGHEEIZRLEEZTT 2 L,
F o, BHREERERT KT D E AR AR R — N RIEFEGROLEMEICBET D 1FH A R S
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-JohnsonfEERE) (XFIHIIEIR & L CTHE, BARIE, 2B, T YRz £
STALBE (RWIEE) | IRERAEIEO FEif, DRI 7e & OJf 7 % o o RlE e 2B 5 2
LB B, Fio, hEMEREEEME (TEN) | RIEHEIEEEEEE (Stevens-JohnsonfiE &
) MDEEbNDGEITIE, B E2PIE L CEbRAEZITO 2 &

11.1.6 —fi%IC, FHEE - FHE B MRILHEDOM A, HOREA, HEDOHENREEZRDLTENH D,
FE BB E RPN RN DGEICIE, &2 LU CEYRAEZITH Z L,

11.1.7 WA SCERSE TR AR AR R — FRFEAZ LA LTV 5 BFITB W TN HE BB O RIEH
WMEPEBINTZ LD, EEREDZOTHE LT,

11.1.8 EAL MM W CRIEFHIMENERE SN Z 00 EEME D DR Lz, KRG
Hi- . VAL RERE B @, TN RS E@E SO ERMERN 2L LD ENHLDOT, T
BIEEITO, BRENRDONTZGEITE G2 IET 5728, @MYL EZITH 2 L,

(7L FOUEfE 35mglHET])

1.1 EXGEMER
1111 BE - ORERES

kS (AEZl (FEAR), fEksE (BEEARN), REEE HEEAP) ., fEk (0.3%).
BHEOOLA BERH) bbb, Mz fE>5606 5. ], RENEE BERH) 2bHobh
o ENDH D, BESOTER (ki i, 2, W NREE, BN R, e MR W, ake
WEFUE, OPNROREL - B CEETHZ &, [8.1, 82, 9.1.1 &H]
11.1.2 § - +Z5BEE

() H - +ZHIBEE (0.3%), HitEE % (0.2%) Bdobid 2N D, MilE UTAE
Wi, R, B, EREEGRE, LR, EIEEAPEROREL - BEE) BT L 2L, [8.2,
9.1.1 ]
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11.1.3 FF#EEE. BE (W bBEERE)
AST. ALT & ES-% {45 IFHREREE ., SERH L b Z &R d 5,
11.1.4 EAHIL S LIFE (0.09%)
i T =— LU, RASHE, QT EREFZEIBEI LT T AUIERH LWL 2 ENRD D,
FHEPRBO DG EIIT N T DHIO RG-S BEET 52 L, (2.4, 83, 8.4, 9.2.1 ]
115 D EMHRKRIEFERBMARIE (Toxic Epidermal Necrolysis : TEN) . KB # E B E % #
(Stevens-Johnson JEEEE) (W94 BEEREH)
11.1.6 SHEIRRE - FEEHE (0.03%)
(8.5 & ]
1M.4.7 SHEEREE (HEARH)
(8.6 &[]
11.1.8 XKBBEFT. A KBEBEHE. AMNREEHFHFOFERRER HHERH)
(8.7 & H]

(fi#s)

11.1.1 s, &8 - OFENEEIZIER & U THioi, fRAGAZIZ S W, BRBGATIRF O 7
MDA 72 EHBDDHENHDH, BiE - DENEERERON LA L, &5 2L L CE
7 EZ1TH Z &,

11.1.2 —f&ic, § - +HEBEEIIVMER E L TAZR b O A, . B, I, I,
BAR, TR, ERR 2RO ERHDH, B - FBBESENELNIHEITIE. &S
ZHk LTl e A A2 1T D Lk

11.1.3 — %I, IFBEREREEITHIHIER & L CRFBER, SRR, &K, RHR E2380 5 2
EBH D,

Fio, HEIEIIHHER & U CREORBEZR EoBRY R ed) 2RDLHTEnbH D, ik
REFEE ., FENELN LA IR, &2k L CHEIZAEZITI Z &,

11.1.4 —f&IC, KD Lo o AMEFFIHYER & LCTiiE v 7 2O TF (FEfE238.0 mg/dL LA
T) . AROBIE, FHIOREIE, LU, FROEBAREZRDOL N DH, KAV
LMFER GO DEHAITIE, B EZFIE L CHEYRLAEZITI Z &,

FTo, BREREELEICHT D EARARE— N RIEFIEGRFOLEMHEICET HIFHRE TR S
DI EERERE LT URNATEIE NEFE M RS O IC L MID-NET®Z [ 7254
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5844 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
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 D54 (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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