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SEREE . PTP/7 )V o —gk
BB
OEHFRESAE : 25+2°C/60+5%RH. 36 » A
@SR : 40+1°C/75£5%RH. 6 »H
AHERIEE - MR, MERREER. AEEEAER. AT —MEkBR. AiEEABR. WBWHIEER, REIEDE. &

CE
O BRI

; S e =
MBREE | MR | RRER | ot bifon Tk | o | 5
TR wm | TR @ | | @
e | 0 (@le]w e el ol e e
s | me |we e | we | @e [ we | 99 | 301 | 1009
6»A% | me |me|ma| ms | ma | @e | 100 [ 302 | 1013
12 »A% | we |me |Ee | me | we | w6 | 100 | 304 | 1014
24 A% | m& |me | wme | we | ms | ms | 98 | 302 | 1013
36 » A% | ms w6 |wme | we | ms | ms | 101 | 209 | 1016

@ e

I i B | REE | EE
ABRIEE | MR | MEREER Ej_t%ﬁ i’ﬂ_ﬂgiﬁ@ tER ézlﬁ/%? ?)/%; ézlﬁ/%?
%I ) s 9 (0] 9 (0] 9 o

jzict L | @ | 3 4) ) (6) (7 (8) 9)
PERBHIEEY | e | EEe | #3G | #E8 EE | EE 99 30.1 | 100.9
1 »A®R | @G |84 | 85| #4 EE | EE 98 30.1 | 1014
3xAK | BE | EE | #E | 85 EeE o | EE 98 304 | 101.1
6» A% | BE | @& | @ | B& EaE o | EE 98 304 | 1014

(1) BE~IKEED§FHITh 5.

(2) FEHEE T IAVEERINE (/z: 7282 139 1T AARY MIVERD 5,)

(3) REERDEMRIG (1) 227 %,

(4) ¥k X SREHTRIEE  BIERID 20 = 17.6° KU 23.9° OE—7 E&EIL 1.0%LUT T
Hbo

(5) EEREAE | HIEMBEN 15.0% %A 7220,

(6) 60 BLAPICHIET 5,

(7) 30 73fE. 85%LA L (EHERERSS 1 W 900mL. /¥ )WL, 50rpm)

(8) REFIENDEIL 28.4~31.4%TH %,

(9) FED 95.0~105.0%IT/ 6T DT 7 »a2EL,



R EERERZAWRIGRERR (25C. HAHEE 60%. 36 »H) DR, BE DTSR

B MZENWT 3FHZETH D Z LHHERSI NIz,

O EABRETOLEM SR ¥

ABRSRM  OIREIT I 2 REMEHAE : 40£2C, 90 H (B - EHER)
QEE I DL EMHER : 30£1C/65+5%RH. 90 H GEY¢ - >+ —L - B

@YITxtd e | MERE 120 /7 lux - hr (RIEERDDE
AERIEE IR, MERREUER, ARIREUR. BHEER. RKRIEDE.,

R, B

=i g

- RS

_ vese | reeneren | snmeres | GUEER | REED | eRER | mE
SHEIEE iR | TR | mmmtm | ) | RO | RS B
I (1) @ 3) @) (5) ©) 7)
AmByeEs | @s | @a | @& | po, | 299 | 1032 | 64
o [308% | e | - |mesl|msl| - [#sl| -
B |60B% | @& | — |Zsl|Besl| — | Besl| -
B Tgomm | mea | - |zal|zwal| — | mesl| -
o [308% | e |BsL | sl | BEL | BlaL | Bl | BsL
® |60 B% | m& | BAL | WES | Bl | sl | sl | stsL
B loom® | @a |zal| mes | =hsl | sl | Zeal |zl
- 017 | me | - |mml|mal| - | Emal| -
i]ﬁ
1207 1 ams | - |mfsl | ®esl| - |Efsl| -
(1) BE~REEOHH T 2.

(2) RESEDEMERIL (1) 229 Do

(3) 60 BLANITHIET 2,
(4) 30 /7. 85%A E (EHIERERSS 1 % 900mL. /N F)Lik. 50rpm)

(5) IRIRIEDE(Z 28.4~31.4%TH %,
(6) FRED 95.0~105.0%IZxH6d 27 > a8,
(7) Z%&1fE

ZREMEDFMIE [§EH - 17 )VAIDBEZRE TOREMFHBREITONT (FH) Fakll &F
8 A 20 HI IZEEHEH I Nz FHERIEE OFHIEIE TR > 7z,

> > % > OD § 500mg [JG.

O EHIREHBR UIIERS: 45
AU - PTP/7)V3 PO —a
SHBRZAE -
OEMBREHER : 25+2°C/60+5%RH. 36 »H
@fn&EHER : 40£1°C/75+5%RH. 6 » A

ABRIEE -

PEIR, HEEREUBR, MUESUR, A —MSER, FREER, BB, KEBIEDE., €




O RHGREFHER GEAlY AL EF (B 15m) A
A | gy | WEH | RBUR | EE

ABMEE | MR | BRER | e B g | BB | OB | SR
e | D @]l w | e e o e o
SRR | Ea | me | as | Es | Ea | @#s | 99 | 303 | 1014
6»A% | ma |Ea|Es | as | Es | @a | 97 | 305 | 1016
125 B% | @e |Ee | Ee| me | @& | @& | 97 | 299 | 102.0
24 » A% | me |ma | Ee | @s | &S | @a | 95 | 299 | 1015
36 A% | Ee | Ee | Es | Ea | @& | &s | 97 | 303 | 1016

OIMESER GEAlY 1 AET% (B 13mm) 5]
1] N = ==}
ABREE | MR | mEsR | L i’?ﬁé it e | on | Ge
: SE | ° %) | @ | ©
e | O | @]lel @ | e e o e | o
SRR | Ee | — |@e| — | @& | @& | 100 | 296 | 1003
| »H% | ma | — |m&| — | @ | @& | 98 | 295 | 1007
3nA® | @ | — |aEa| — | ma | Ea | 98 | 294 | 101.1
6»A% | me | — |@Ea| — | @ma& | @A | 99 | 294 | 100.0
(1) BE~KEEOHHEITH 2.

(2) FEBEET T AYEENME (n/z: 7% 139 ITYAARY MLERD D)

(3) REERDEMRIG (1) 22T 5,

(4) ¥k X SRErElEE  BEs R0 20 = 17.6° KU 23.9° OE—7EEIE 1.0%UT T
B2

(5) BEmEAE | HIEMED 15.0% 22720,

(6) 60 BLAAITHIET 5,

(7) 30 73fE. 85%LA L (EHERERSS 1 W 900mL. /¥ )Lk, 50rpm)

(8) REFIBEDEIL 28.4~31.4%TH %,

(9) FRED 95.0~105.0%IT/I6d 5T Y »2a&L,

R EEER 2RV RIGRERR (25C. HMHEE 60%. 36 »H) DR, BE DTSR
B HZENWT IFHEETHD I LMHER SNz,

O EEFIRETDLE M SR ©
ABSRM  OREITX 2 REMEHAE : 40£2C, 90 H (B - EEER)
QEE I T DLEMHER : 30£1C/65+5%RH. 90 H GEY¢ - >+ —L - B
GITHT 2 EMESER  #RIRE 120 /7 lux - hr GREEZD P Z, 2000Ix « K
HEE)
AERIEE IR, MR, FREEEER. BB, KBEDOE, EEFR. ©#E



SEIEE MEIR | HeRatER | Hitmates | 10 E’j/lf%ﬁ %Mf%) %%if%ﬁ E&%
1 1) ) 3) @) 5) ©) D
el | ome | Ee | Ee 91})2 301 | 1002 | 87
o [308% |mml| - |mwsl|stsl] - [#sl] -
B |608% |ZaL| — | mnl|sezl| - [ meel]| -
B loom® |maL | - | s |meal| - | msl]| -
TEE | BRL | BUEL | BES | BaL | BaL | Bal | sl
% 30 B | Bkl | BaL | B | BiaL | BiaL | Bal | sl
& |60 B% | BAL | BRL | B | BaL | Bial | sl | ssl
00 B | Bkl | BaL | S | BitaL | sl | Bal | sl
- 0771 lmfml| - |mfsl|Zeml| - |Efsl| -
i‘ﬁ
1297 mpy | - |mtal | ®meal| - | Eeal| -
(1) BB~ KA & D5 T 5.

(2) IRERIEDEMERIG (1) 229 %o
(3) 60 BLANICHHRT %o

(4) 30 7IfEl. 85%LALE (EHEERSE 1 % 900mL. /¥ K)UE, 50rpm)

(5) IKBRIGDE(Z 28.4~31.4%TH %,
(6) FRED 95.0~105.0%IZxF6d 27 > ¥ g,
(7) 5%&1fE

ZEMEDFME [§EH - 17 )VAID AR TOREMFHBRIEIIONT (FH) Fakll &F
8 A 20 B ITEEEH S Nz ZHERIEE OFHIEIE IR > 72,

. ARERUBREDRENS
G102

. fFlEDESZEL (IELFRIR(E)
B2 L

. B

(EHZEE OEFME X ISELIE]

K> % > OD # 250mg [JG] 7

[BRERRDOEMZRNRETHBRT 1 R I 1 EFEDO—EIUEIZONT  HliK 2

SENRRDE

OFEFHF OEYZRE SRR Fo1 > (P24 2H 29H EARZEFK 02295 10
)] IS,
- IEHERIE ; RERZ > ¥ > OD $€ 500mg [JG]
« QLAZEEEIKEE ¢ A JKUE




ARSI

BAEFS —MelBusEdaig OVRnR)

AR

[ClER %5/ FBR I

pH1.2 | BA%ES EHRRSE 1 K

pH3.5 | 0.05mol/L BFf& - BEfES ~ V) 7 LiEER

50rpm -
pH6.8 | 0.05mol/L EFEg - Bflz ) b U 7 LHRER

K HAEFS RBEK

100rpm pH1.2 | BAREEY; EHEAERS 1]’

FERE  900mL  BHEROIE 12 Xv )b

TIHTIER

FEERRREE (8nsk F2 0/ VAL 2 YERD

- HIEEE

[E[
(rpm)

BRI

IR

50

pH1.2

(1) FEEEH=R
FHERA OGIE HERDKT 60% KV 85% D@27 2 FFFITH L
T, ABREA DTGB HE HRERF D IIE HE 1 0% D&
IZH D, Xid 2 BEOEIE 50 LI ETH %,

(2) fE < DYEHE
AR BRI RUT BN T, FRBRELAI D SIIE R £ 1 5% D &ifH 28
Z256DM 12 @ 1 BT T, £25%DEHHEZ/ -2 56 DD
ll\o

pH3.5

(1) “FEFEHE
BRHERIF HARRE S N7 BRI 1T 10 D 9E HERD 1/2 DY
BHEZRTES RN, ROBE S W BREE IS0 TR
B DV R R E A OIS H FR £+ 8% D& 1T 8 5 H>.
X3 2 B ODMED 55 L ETH %,

(2) iR DEHER
BRAS LU RUT BN T, SUEBREAI D HIGEHER 1 2% DOk 248
Z256DM12EH 1 BT T, £20%DEHHEZEZ 56 DD
L.

pH6.8

(1) “FEFEHE
EHERIFE & N7 BRI T B W THEIBEHED 10%L T D
Gt RESNHERR OATIHE L. FEREA DO FIE LR
HIERHERIAI DONIE IR 6% DEFICH Do

(2) & DR
RS RIC BN T, SBREA D HHEHR T 9% DEHH 2B A
2HDM 12 EF 1 LT T, £15%DEHHEZHEA 55 DR,

7K

(1) SHIBEHE
EHERIFE & N7 BRI T BV THIEHED 10%LLTD
Gt BRESINFBRIFE OA T L. FEREAIDOF¥E HE
DIEFHERIE D HE HE + 6% DEH 1T H Do

(2) B &< DR
AR RIC BN T, SBREE O IEHE 9% D& 28 2
2HDMW 12 EH 1 LT T, £15%DEHHZEA 55 DR,




B | rpes s
o | s e R
(1) FVEHE

SERBUAIS 15 4 DI 4 859% DL LSt B, Xid 15 5H1c
113 BB D TAIVE ) B IR ) I VE I + 1 0% D
BIod e

100 pHLZ | oy maowms
BRI B\ T BUBRBLEI ) TISVEHER & 1 5% iFH 418
2550 12 [ 1 HUTC. +25%DEE£82 b D%
(AN

- FBRIGR

(50rpm. pH1.2)

X
M ° —o— IRBi7 >¥ »OD$E250mg [JG
3740
K —e— IRYERIAI (REEZ > % > OD§E
20 500mg [JGJ )
O [ 3 L L L Il
0 30 60 90 120
R (90)

(50rpm. pH3.5)

[ —o— KB >4 > OD§E250mg [JGIJ

| e imHESUE (REET ¥ ODSE
500mg [JGI )

0 60 120 180 240 300 360
e (59)

HERRTH D 10 7ITENT, FHEREAIDF
A HER(JRERA DO IEFHED £1 0% DEE
SN CTH o720, 12 BEBDOER 50 L ETH
D, A1 T4 OHEREITHESG L7,

HIERR T D 90 57 KU 360 312N T, &
B BRI O IV H R DR MERIA O I ¥ =
8% DEFITHD . A FT1 2 DHIERYE
cz;l@ébf:o

(50rpm. pH6.8)

100 |
280 | o W7 > 0ODs#250mg [IG)
w 00 [ e mimmm Gxms> s> ODsE
& 40 500mg [JGJ )
20
0
0 60 120 180 240 300 360

e (2)

(50rpm. 7K)

100
2 80 - —o—®E> ¥ 0D#250mg [JGI
Q 60 | o jmemm (@55 > 0ODsE
3 40 500mg 1JGJ )
£ 2

0
0 60 120 180 240 300 360
BEE (49)

HERFRTH D 360 TFTHN T, FHABREAID
SEYE R D ERHERF O IE H R £ 6% D&
BicH D, A1 BI41 OHEREETEE L 72,

HERRTd D 360 FITHWN T, FHEREAID
YA R D ERHERF O IE R £ 6% D&
BIZHD. A1 FI1 OHERMETEE LTz,




(100rpm. pH1.2)

~ 60 —o— IR >¥ > OD§#250mg [JGI
3 40 e EHEME| (REET ¥ »OD§E
ke 20 500mg [JGJ )
0e : \ ‘ ‘
0 30 60 90 120
B (99)
HIERFRTH D 15 72BN T, FREREFIHF

3 85% U EEHL THO, A1 FIA DA
ERETEG L7z,

BEHEEDORIFMEDHE CFEEHE)

- i TAREHE (%)
i = 5 R [
rpm) | PR | B e (emo Ly | EBmEH (RES Ly | HE
(min) | OD$500mg [JG)) | OD $ 250mg [JGI)
10 63.3 90.7
pH1.2 | 30 94.5 99.1 e
f2 B8 DfE : 52
50 90 34.9 27.6
pH3.5 e
360 62.9 68.6
pH6.8 | 360 0.5 0.6 T
K| 360 0.0 0.0 T
100 | pH12 | 15 100.5 100.5 T
WHEBOEBIEOYE (B DWEHR)
_— i B2 DYEHR (%)
| B | B TEEHREOE | HE
pm (min) B/ME~ A fE
+15%i@ : 0 {8 ‘
pH1.2 | 30 97.2~100.8 Lt g e
N +129%@ : 0 {8 \
. pH3.5 | 360 66.0~71.9 oo O [ PET)
+9%i& : 0 & .
pH6.8 | 360 0.6 L irosE 0 e
+9%i& : O & .
7K 360 0.0 +15%3#3 - 0 [ E&
+15%i@ : 0 {8 ‘
100 | pH12 | 15 93.6~104.2 S oRoe ;01 e

B L EERRIOBHEFHORFEZHE L2 L 25, WTNOFEBREHIENWTS B8
MR B0 ERHA O EMZNEEMARA 1 BT ] OHEREITEE L T\,



PEX O, mBANIEMZRICEE & ARSI NT,

8> >4 > OD § 500mg [JGI ¥
[ RERR O EYE RS R 1 R 54 L EO—HRECOWT (PR24E2H 208 %
BEEE 02298 10 B)] 1265,

BT | HAEFS —RelBEEnais OSNnE)

pH1.2 | BAEFE; BHERS 1K

50rpm pH3.5 | 0.05mol/L Bl - Bflz S b U 7 LGRER
[OlER %L/ AR pH6.8 | 0.05mol/L BFf& - BEERS V) 7 LRER
7K HAZEE REEK

100rpm pH1.2 | BHAREEY; EHEAERS 1]’

ABRE 0 900mL  BEROE : 12 Xv )b

RS

N | WERGIRIE GBI  $o L — LA L VB
g
s | e R

ERHERA D IGIE D 40% KU 85%HEDEH R 2 FFRITIH N T,
pH1.2 | GABREA| OGS H R HDRERF| D EHE - 1 5% DEHITH 5>
X3 12 BB 42 A ETH D,

BHERIF HRRE I N7 BRI 6 1 2B HED 1/2 ONIEH
Ren T EYRFR. ROBE S N7z BRI T W\ TR DO F
E R DEERF ONIEHE T 1 2% D&M ITH S0, XIZ 2B
HDEN 46 L ETH D,

pH6.8 | EMESEIAHE & N 72 RS RSIC 5\ CIEHEA 10% A F 05
& BEIN- BRI A CIE L. SEREHE SV R HiiE e
7K BUF| D SIGVE R + 9% DEFIZ 5 5.

100 1o | BURELEIS 15 SLUAICT 85%L HEIT B, i 15 51ckl
PR | 2 B 0 PASVS IS EREUA O IS K £ 1 5% DRI 5 B

50 pH3.5




- FBRIGR

(50rpm. pH1.2)

100 |
80 |
o
S60 |
% 40
¥o0 | o WEs5 ¥ > 0D#500mg [JG)
— e fEEEBIH| (FKF. 500mg)
O | | | )
0 30 60 90 120
B (59)

(50rpm. pH3.5)

100
80
S60
%40
890 ~ o 5 5 2~ OD#500mg [JG
. e BIERA (WAL 500mg)
0 60 120 180 240 300 360

RefE ()

HIERRTHD 5 KV 60 TicknT, 3k
BUHE DI E R HEERF O B H R
+15%D&EFITH D, 71 RT71 OHEELE
IZHEE LTz,

HIERR TH D 60 7 K0 360 7712HWT, 3
BREIR D S H RO ZHERIE O SF B R
+12%DEHEIZH D . HA FT1 > OHIEEHE
WZEE U7z,

(50rpm. pH6.8)

100
;\3 80
~ 60
H 40
200 o BT ¥ > OD§500mg [JG)
e fmEESE (A 500mg)
0
0 60 120 180 240 300 360

i (59)

(50rpm. 7K)

100 |
~ 80 |
X
= 60 |
B
H 40 -
2o | o BT ¥ ODs500mg [JG)

e fEYERH| (EEKIA. 500mg)
0
0 60 120 180 240 300 360
B (99)

HERRTH D 360 TFITBWNWT, FHEREAFID
YA R D ERHERIA O IGE R £ 9% D&
BFiCHD. HA FI1 DHERETHES L7,

HERRTH D 360 FITBNWT, FHERRAFD
YA R D ERHERA O IE R + 9% D&
FiCHD, A FI1 DHERETHEG L7

o

(100rpm. pH1.2)

340 || o mET> %> OD§500mg [JG)
o0 Il e memm GEmA. 500me)
O [ 3 L 1 |
0 30 60 90 120
BERE (99)
HIEBERTH D 15 72BN, SREREFIHE

3 85% U EEHL THO. A1 FIA VDA
EREITEG L7,




BHEFHOFELMEOHIE (HIEHR)

] s TAFEHE (%)
I8 | sopave | i : — —_—
(rpm) | PRAR | KR\ sl (EERIAL, SeemlE (RS >y | HIE
(min) 500mg) OD $& 500mg [JGI)
5 36.1 41.2
pH1.2 Ty
60 86.6 98.9
60 33.7 23.6
50 | pH3.5 A
360 70.0 62.9
pH6.8 | 360 1.4 0.5 e
K 360 0.0 0.0 e
100 | pHL2 | 15 85.9 100.5 e
° r\:él:gﬁ

FHERA & SBREA OIEHERZ R U2 & 25, WINDFEBRFEFITEN TS [RREERRD
DAEMZRIREEHBRT A K1 2] OHEREITHES L T\,
PAEX O, FHERFE & HRBREA OB LS OB R S N,

. EFAEERE
ZHELWN

. AP OB DEEERERERE
(D> FEEEGTIAYEEDNNNE (m/z: 7282 139 TN AARY ML 5.)
(2) RERIE © IRBRIGDEMERS (1)

10.

11.

12.

13.

14.

HRAEIPDOBEMRDDESE:
HMERFBEHE ERFE  F2 U/ —)IbA L YRR
0.0lmol/L =F V> 7 I VIUFE—KFE =7 YU VLW ImL = 1.389mg La

paLiii
B2=19224%

AT DR D H D IRAEY)
ZaER 2L

ERNMERES: - IMIMFHRIBEICRT DIER

ZHLU0N

ZDfth
B4=19224%



V. BEICEIHIEH

1. WEEX(IEHR
BUBEREEE ST LEY VIEDOHE

2. BiERUAE
BHE, BAIZEZ >y > LT 1 H750mg ZBBHAEE U, 1 B 3 EITHEIL TRERITEOR
59 %, Dk, ER. B AREOERICX DEHEERT 27, REHAEE 1 H 2,250mg &9
%o

(1) AR SBAEIE I FARZERIIE, | EM%EERICE) SAREORREITS 2 EHE |
ZLU, !
(2) HBE1T> BAIMBRIEL S 5> LT 1 B0 OFET750mg £ T2 L, 1 @R |
FOMEES TS 2 L, §
(3) AFNCIEA CRIET 275, DREDRED SRS ND 2 L1372, RIS BOK |
THRAAFEDZ &, (ERALOEE] DESR) ;

3. ERFRAEIE
(D BERT—9INvr—
ZUER L
(2) ERERZNE
ZUERLL
(3) ERPRFIRHER
ZUERRL
(4) I ER
ZUERLRL
(5) 12V BR
1) BEALILITRERSEER
ZEER L
2) LEEEHER
FZEBERL
3) ReMHER
ZHUER L
4) BE - TRRERIEKER
FZEER L
(6) B EAER
1) EFAMRERE - HEFERAMERER (FhRAR) - RSIRFERERRGER (MAREERRGIER)
BRI L
2) EaRFEME UTERFENDABXISTEE U MRERDBLE
B2=19244%



VI. EFEIEBICE I DIRE

1. EBZMICEEMDILEMRIILEYEE
WIEREE )V DT L, BRI Y—EBIE. EX¥Yo~x—, 7T UBE#HKkIY. A7 atFK

(13| #73

2. E1B{ERA
(1) {EFRERMI - Rt

RERZ > 5 3. HILENTEYHERDY VBRA F 2 G L TMNEED Y VBRT 5 > 2ToRk
L. BEPSDY VIRRZIHT 52 ik, MY VREZEK TS ES Y

(2) BRI DHBRIE

Rk >% > OD # 500mg [JG] 1@
ERABERS ) VHHHE 2SR & 7 2R NPHESFEHABRZEML 72,

HIEEE

BB S 3 HEOD 24 KRR ) HEtED SEIEEHHE 2 3
1D 24 BREFERF Y VHEtE (R—ZX 54 MB) ZZEZL5IWE
P8 FEHHEE)Z. X—AT71 MMEEZHELE L U THRSHT
2iTolz b & EHERIF| L EBEREAE| D FIIE D ZE DFIH 90%EHE
XA —1.632mmol~—+ 1.632mmol D&EFENIZH 5 & ZEFEE
HIET Do

HIERESERIL

EERA| DO SRS 2T U725 [ AHERIES B OBR. 24
BEFERP Y VHRHED R =X T 1 MENSDEILE (90%EFEX
M ; EERELVER) & 250mg. 500mg & U 1000mgXx3
m/HETIE. ZNnEn—7.86 (—10.36~—5.36)., —5.98 (—
8.73~—3.23) K1U—10.63 (—=16.15~—5.11) mmol TH-
722, ZOIFEETH S 8.16mmol 2 EHESIF] D FHI%) R
L. ZDOX20%ThH 5 1.632mmol ZHEEHDHBTHE Lz,
Z DMBEIFEERE D FEEZHED I0%EEXE OR/NDEFERER
fE (—3.23mmol) *ELESEOZ{LE 0.09mmol EDED 2 47
D1 XOENIWIBTHDZ s, BRIGZERICEWNTHE%
FBEHTHDEEZ T

1) 7K CHRA

RiE= >4 > OD #& 500mg [JG| LEERA] GEAAD Z2. 7oA+ —N"—&KizLD Zh
ZN 18RV 1 aE (574 L T500mg) @BERASFITK 150mL &3z 1 H 3 [H
3 HRE. BREERIIREROKRES Lz, k. #. B. YETY VERENIITTFITR S
BE BYH0) U EFEEN 1 HE20 1300mg) #EE LU, #5812 HREKUERS
3 HE®D 24 BRRSF Y VHRHEZHIE L. 86072/ XA =% (24 BFESEERG Y > Hkit
BEDORN—=RAF714 UIn6DELE) ITOWT, FARZED 0% EEXEZEHLZHER. H5
MUDRE L7-FEEEOHFEAN (—1.632mmol~+ 1.632mmol) THO . FmEEHDEY

FRREENR SN2,



WE 9 OD § e
500mg [JG. (EHA). 500mg)
R—=251 E (mmol) * 19.282+3.470 20.197+3.771
24 TR Py R 13.753+2.651 14.375+2.635

(Mean*+S.D.,n=52)
#1.#25 2 HEIRUHRS 1 HEID 24 BEREB D CHREDOSFEE
%2.1%5 3 HRED 24 BRERFB Y Vet E D FEIE

(mmol)

30 r o BEET > 5> OD§500mg 1G]
2 | e fEHERUE| (FKIA. 500mg)
Mean*+S.D., n=52

20 |

D

M

B 15 ¢

it

&

2H# 1H#T 1HE 2HA 3HA
&5 H

SRR Y PRSI, BERE OFER, FROEMOE - KEEFEOSEBEFICL >TERD
OJREED D %o

<[FAFEMDHIERBR>
2 BADNIHEDZE —0.619mmol
90%EFEX ] —1.035mmol~-0.203mmol
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il SENE
KEDRME 8 USE IN SPECIFIC POPULATIONS
(2020 5 A) * 8.1 Pregnancy

Risk Summary

Available data from case reports with use of FOSRENOL
in pregnant women are insufficient to identify a drug-
associated risk of major birth defects, miscarriage, or
adverse maternal or fetal outcomes. In animal
reproduction studies, oral administration of lanthanum
carbonate to pregnant rats and rabbits during
organogenesis at doses 3 and 2.5 times, respectively, the
maximum recommended human dose (MRHD), resulted
in no adverse developmental effects. In rabbits,
lanthanum carbonate doses 5 times the MRHD was
associated with maternal toxicity and resulted in
increased post-implantation loss, reduced fetal weights,
and delayed fetal ossification (see Data). Deposition of
lanthanum into developing bone, including growth plate,
was observed in juvenile animals in long-term animal
studies with lanthanum carbonate /see Use in Specific
Populations (8.4)] Use a non-lanthanum containing
phosphate binder in a pregnant woman.

The estimated background risk of major birth defects
and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defect,
loss, or other adverse outcomes. In the U.S. general
population, the estimated background risk of major birth
defect and miscarriage in clinically recognized
pregnancies is 2% to 4% and 15% to 20%, respectively.
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Data

Animal Data

In pregnant rats, oral administration of lanthanum
carbonate at doses as high as 2,000 mg/kg/day during
organogenesis resulted in no evidence of harm to the
fetus. The MRHD for FOSRENOL is 5,725 mg,
representing a dose of 95.4 mg/kg, or 3,530 mg/m? for a
60-kg patient. The 2,000-mg/kg/day dose in the rat is
equivalent to 12,000 mg/m?, 3 times the MRHD. In
pregnant rabbits, oral administration of lanthanum
carbonate at 1,500 mg/kg/day (18,000 mg/m?; 5 times
the daily MRHD) during organogenesis was associated
with increased postimplantation loss, reduced fetal
weights, and delayed fetal ossification. No effects on the
pregnant rabbits or fetuses were observed at 750 mg/kg/
day (9,000 mg/m?; 2.5 times the MRHD).

In a pre- and postnatal development study in the rat,
pregnant rats were dosed at up to 2,000 mg/kg/day
(12,000 mg/m?/day; equivalent to 3 times the MRHD)
from day 6 of pregnancy through 20 days postpartum
(including lactation). At 2,000 mg/kg/day, no maternal
toxicity was observed, nor were any changes seen with
respect to gestational length or delivery; however,
piloerection/pallor, delayed eye opening, decreased
body weight, and delayed sexual development were
observed in the offspring at 2,000 mg/kg/day. At 200 and
600 mg/kg/day (equivalent to 0.3 and 1 time the MRHD,
respectively), slight delays in sexual development
(delayed vaginal opening) were observed in the female
offspring /see Nonclinical Toxicology (13.2)].

8.2 Lactation

Risk Summary
There are no data on the presence of lanthanum

carbonate from FOSRENOL in human milk, the effects
on the breastfed infant, or the effects on milk production.
Deposition of lanthanum into developing bone, including
growth plate, was observed in juvenile animals in long-
term animal studies with lanthanum carbonate /[see Use
in Specific Populations (8.4)]. Use a non-lanthanum
containing phosphate binder in a lactating woman.

%1 : https://www.accessdata.fda.gov/drugsatfda_docs/label/
2020/021468s023,204734s0051bl.pdf (2020/9/10 77 £ &)
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ADEC :
(An Australian categorisation of risk of drug use in B3
pregnancy)
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ADEC : (An Australian categorisation of risk of drug use in pregnancy)

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.
< http://www .tga.gov.au/hp/medicines-pregnancy.htm > (2020/9/10 77

£ 2)

(2) /NRICBE T 2¥BIHEH

FHIZE T DHEHLOER VNEEADRE] ODEOELHIILLTDEED TH D,

[(EALDFET] INREADEZS]
INRFIZIEHRE LW EDEE LW UNREITH T 2R EMIFHEZL TH2RWN),

(2020 5 A) *

thgi SLEHAE
KEDRNE 8 USE IN SPECIFIC POPULATIONS

8.4 Pediatric Use

The safety and efficacy of FOSRENOL in pediatric
patients have not been established. While growth
abnormalities were not identified in long-term
animal studies, lanthanum was deposited into
developing bone, including growth plate. The
consequences of such deposition in developing
bone in pediatric patients are unknown, therefore,
the use of FOSRENOL in this population is not
recommended.

%1 : < https://www.accessdata.fda.gov/drugsatfda_docs/label/2020/
021468s023,204734s0051bl.pdf > (2020/9/10 77 £ &)
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4. Clinical particulars

4.2 Posology and method of administration
Paediatric population

The safety and efficacy of Fosrenol in children and
adolescents below the age of 18 years has not been
established (see section 4.4 and 5.1).

% 2 . < https://www.medicines.org.uk/emc/product/323/smpc > (2020/9/10

77 tR)
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