2024 4F 12 AeET (85 19 fiR)
BAZEEHRDEES

EEGA A EL—TF+—LA

BAfRIREFIESO [F SREEHE 2018 (2019 E£EHAR) ITERL TIERK

: 871179

AR IA
BAERA AN N6

YAANURNY s 0 5mg'1mg‘2mg'3mg EPLE
DAANURYODs: 0 Smg 1mg 2mg 3mg EPLE

B3 1) A~ K> OER R IESE
L5 2B R 5 i BAZEFHE ) AXY Kl
o og, s - _
sz\ IJ th*lL‘I % A=
Risperidone taBLETS, OD TABLETS, FINE GRANULES [YOSHITOMI]
i 2 | 74 vba—7 0 78, 0D BE, Hik:
B3R
1] VAN
BA OB E R D emwn (g ERSOREEC L O EATS L)
7 c1 B BJE U ALY R 0.5mg, Img, 2mg, XX 3mg &FH
% & 2 |OD&E :1 8T B VAU R 0.5mg, Img, 2mg, XiX3mg A
kL s 1g  BR UASRY Kr10mg &4
_ i P o YARY R
= £ 4 : Risperidone
SEIRGEARAER B | ERMEEIEFEA R | IRGEHAEEA B
$E 1mg. 2mg
MERERZ2 428 A A 1% 200743 H 14 A 200747 H 6 H 200747 H 10 A
EHEENE, - BRSEHIAERA | 5£0.5mg. 3mg | 2008453 H 13 H | 20084E7 H4H | 200847 H 9 H
0D #E 0. bmg 201248 H 15 H | 201346 A 21 H 201347 A 8 H
0D #E Img, 2mg. 3mg | 2011 4E 1 H 14 H | 20134£6 A 21 H 201347 H 8 H
8 & R 5T (@ A RS FE T - 2R T ¥EMRASH
R#E --RETEE K |l 8 o HT ?ZE%%H%JEA'J&
EEFHRIEPELEOERL
M0 =ik st <3 Mgkt 2 —
TEL : 0120-753-280
Bl W & b B B O | (/9 Bi~17 B 30 4 (. B. flH. &2HKERZ2RL)
ERBARE AT R — A=
https://medical. mt—pharma. co. jp

A TF 1% 2024 4F 10 ASGTOE L IR 3CE (BRSO |

IS EUGET LT,

RO BIE, MSATBOEN E G RS O O 3R R~ — Y THEE L T2 S,

LIE T

(01)14987128032843
YRR RV - i

| 11NN

(01>14987128326232

JRARY F 0D gE +£4.

RXFE (7)) 1%#F->T GS1 /A—a—FK%E
AIMBHEIZKY . ZIFDEFHXEEE

SVt




EERA V2 E1—T A —LFAOFSSOBE — BAREEANHE -
(20204 4 AED

1. EERA VI 1—T7+—LEFROEE

EREAERLOEROLENEFERE LT, EEHERMLBMACE CIF, IMT3XE) Bbs, ERB
P CEERT « FKANANEE O EROEEH D B LB LB 2R KL O E B R 21 AT 28I, IR
LB ENTIEREEMN T L EICEMARBERDLERLEANH Y . RS EOERFRELE (UL
T. MR) S~OFEROBMFERCERICIVFEHREZMTE L TETND, ZOBICHEZRERZEEN
WCAFTATZOOHEB VAN LTEERLA LV ZE2a—T74—25 (LUF, I F EBET) HEEA LT,

1988 4E(C H ARBe kA2 (LT, BIRIR) S 2/ N EBEN 1 FOMEM T, 1 F ik,

I FRUEEHEAZRE L. T O% 1998 I HIRIEFMEE 3 /hEE S, 2008 4F, 2013 412 H I 3= 3L
WEBEN T F B HOUWRT 217> CTE T,

I FRodZaE 2008 Lis, 1 FIZPDFEOB T —X L TRMETIZENFAIE 272, Zh
LY, IR SCEOFHELRUZTTN D > -G EICSETORMT — X ZBM U721 FA#EeNIREh 5
Zllleot, BRAMO T FiT, ERLERERAEME (LT, PMDA) OB EIRLIEHRMRSR
D ~_X—= (http://www. pmda. go. jp/PmdaSearch/iyakuSearch/) IZ TARENTW5S, BIRIEKETIX,
2009 FE XV FHEKLO I FOBFREBRMNTI2MME LT Mo X Ea—T5r—2BHtE) ZFHEL.
fEx D1 FRIRACELMET H2EEMAERE L CEYIEE - B LTV,

2019 FFEOWA SCETHBHEOLE T IS, [ 1 FO&ZE 2018 NAFR I, A [EEAEEKL,
DOIRFEIERISPIEENCEI T 204 R T4 2| ICEET 2 EREFOT-O, TOHEHREERE LTz,

2.1 F&lZ

[ Fid A SCEHEOFREMTE L, ER - BAREOEBREFHICE > CHEERICLE R, ER
SO EERO T D OER, LITHFOTDDOER, HAOT-OOEHR, EIHERLOEEFEH DD D
W, R BE ST O D OERENEN SNT-REBNRENOERE L HREL LT, BRENDHE
FHA RE L, FEAIRISE O 72 12 Y 5% 1R 3 5 0 B IR 5T XTI 2 R ZEITERR L O it & (K iE L
TWBHEITER EEMT S5,

I FICFEHT A2HEBRANI HRENEE L [ FRR s L, — oo % k& AR OHPHN
OERNFRHSIND, 72720, HEEEOWELEICEDLS L O LOFIHE B LT - Ak - 245
SHELSIIFORFEHEHEE T AL, S0z 5L, BEEMENSRILSNZ T FIX, FIAEES
DSREAR - I - BRREA T & L b, VERMMEETDILOLEVIRHEHF O L &AL LT
D
I FORMITE T —F 2 HARL L, BIEAE TORAKRIIVNAETITZR,

3. 1 FOFIARIZH=>T

BFEAD T FiX, PMD ADERHEELFRRBEOX—ICEEGFNRE SN TS, KR
BT TERGA V2 Ea—T 3 —DMEROTF &) IZ/->TI F 2Bk - #2628, 1 F OBEEE
F 2, ERBAGICAZ LTV DIERS 1 FAEMRRRICEHE LD ERE IOV UIREAEDOMRE~D
A VA 2—ICEVHAEE SPNEEL2RESE, [ FOMAMZEDLILEND D, £7-. FERFKET
INAHEHEOFELEICHETAFEHICEL T, I FRASETINADE ToOMI, SERAAENRMT I
FTRNEZH O LI CES, B2 WSO EEL TR — o 210 k0 A% A D235
bz, 1 FOERIZHT- TL, ITORMLEEZ PMD A ORI EREESHERRBOR—
THRTAHLERH S, 1P, HIEHEHARLEM OO S b EN TS [V, 5. R
R XTI, &EEE), TXI. #%E] BT 2HEFFAREZT TORWERPEGENDIZ LD H
V. FOBRVBNMNIIHFHIBEETRETH S,

AFAICKRLTOEER

[ FEHFEEBICBOV TR T I ENTERVERLERFE LTHEH L TWeEE20n, 1T FIXH
JRIDEGE 25T T, YUKERLORIER T SUI I 2 BENER - #4655 EIRMEEME A
DI=DODFHERTH D & OALESITEN, Fidk « RELSIZIRBEE O IR E LRI = 5% H E 3K 5 O IRFE T
WIRMEENCET 20, RTo A0, B a—F - 47 -« 75977 4 ZZEOHIN A2 —EREZ TS5 %
B, IRGFEHFRIRMEEI T A4 KT A 2 Tlid, RAGBISCEFEI O HES BT 2 i ERatic >\ C,
U ENERMWEFEENSDORDIIG L TT) ZEIFELE IRV EENTEY, MRE~DA 2 b
2a—RHLDO AT LICLY, FHAZFEON I FONRERESELIRXELOTHALZ L2 L




TEBMRITE e by, MIERENLHEONAERORIFIRIAZHEZRE L. ZOREMEZ kX, &
BBIGICB T 2 EHHZ AT 25 Z S I3EAIMOARE THY ., 1 FEFIHLTHESZ BIZESH
HHDIZLTWEEE T,




IR Rl Sy | = O 1
1 BAFEOFRERE oo 1

2 B ARSI oo 1

3. B DBFIERFIE oo 1

4. SEEREFI AL TG ARSI oo 1
5 FERLME R USHE (EFIEOBIRRERIE v 2
6. RMP DEEEE oo 2
JNRE R 7 b - 1= = [OOSR 3
- 3

2 A e ———— 3

I 3520 VA I G i WO 3

A =2 vy 6 T 2= SO 3

R [2=—C A GiE 5 D b v N F SRR 3

6 BRI, B, BEE BEEES oo 3
L AN BB BIEE vveevereerererreremsesnssnssssnnns 4
1L WEBEEEAIMERT oo 4

2 HMS OBTEEMETISBFBIEE oo 4

3 A OREEHEE, BB oo 4
AV Sl e sy 1= = [T RORRS 5
L FFZ e 5

2 BURNDFRRI - eeeeeerereerereeere e 7

ORI B TN 12 WA - R 8

4, FH e ——————— 8

YN RALI o E20Y Y P —— 8

6 BUHIDBTEEETITHIFDRIENE oo 9

VA0 X O N A0 £y - S 13

8 MFILOERAIL PIELSHIIIL) oo 13

e~ 2 21 - OO 13
10, BB G 23
I 57 = Lo TS = 24
12, O e 24
BERITRE T AIER e 25

T =15 v = 1 - RO x5

X2 dE S L T T - S 7.3

3. FEERUES s 25

4 FEARURRRIEBET BIER oo 7.3

5. BEERBIGEE - v 26
VA RE:= S b= =S g 1) = T 28
A< e R T [y AE [k - ]

20 ERIBLERR oo 28
VIL ZEENEEI ZRET BIEE «-oovveveerereereresineninienenns 29
ST 11==F=0 =1 ¢ 2 2

YRR 5 T B - N A

3 BEEGRE L@ T oo e

4, IR e A

B, B e A

B, AR e 5

7. B e 35

8 NI RIS TBET B v 3

9 BHTEICRBBRARTR s %
10 FEDEREHTDEE s 3%
(R TS 3%
VIIL B2 (ERLOFES) I HER - 37
L BERBETOEE s 37

2 BRNBEEZDIBH v 37

3 HBERITNRIBHES BERETDIRE s 37

4 FEERUMEIBHET BERETDIBE oo 37

5. EELEANFEEEZ DM oo 37
6. BWEDHEREHTABEITHTHIE s 3

7o RHELAERR s 40

B BIER s v

9 ERERBERERICRIFTEE M
10, HBEHRE v 45
U )= 1 () 3T 45
120 FORMOER s 45
IX. JEBEERERERI CREG BIEE -vovvveveeeeerensenssnnnnan, 46
Lo BEEERHER 46

2 BHERHER 46
X EIBREIAI TR AIEE o revvrrerreerreesenreennens 47
Lo FRBIRRGD s 4

20 BT e 47

3 EEEKEETORTIE s 4

4 BRRUNEOER oo vivg

SR 10 [ = 7 R et 4

I i 7% 4 ] ) 4

7. EBSEAEER B s 47
8 BUERSGEAREARRVEARES. REEEREER

B BRGERHAEE A B, 47

9 HEEXIHMBEM. MERVAEEEEBINEDNERH
BUTDIRZS s 48

10. BEERR. BlHERARFABRVZONE 48
W FBEHR oo 48
12 PREEHARHIRRI SR DR s 48
13 BFEO—R 48
a1 3 49
XL STHR - eevverreeereeeessmmmnnnneenna s 50
NI 11515 Qe 50
2 ZDHDBBITHER o 52
XIL BEEEL e 53
L EGHNETORTTRI s 53

2 BIMIEITRBRERSTRIFER - 53
XIIL R - vveeerrrrmree s 61
1 ERA AREESHEICHRL CRRIRHIBEA TOI S T-D T DS E
R e 61

2 ZDHDBBEERL s 64




kg =&

& %A

ABC—]J Aberrant behavior checklist—Japanese version
BEATE T =7 VA NHARGE

ALT Alanine aminotransferase
TI=VTI) NIRRT 2T —8

AST Aspartate aminotransferase
TANRGXUBT I ) VT AT 2T —8

AUC Area under the concentration—time curve
e FE- IR Bl AR T T A

AUC . ¢ Area under the concentration-time curve during dosing interval (<t ) at steady state
TEHARABIZ I 1T D514 0 R[> © $ G- [W IR IRFIA] &£ C oD il S Hh S i B IR b T i A

CK Creatin kinase
7 LVrF o —F

CL/F Apparent total body clearance
RNgoey s )75 A

Cax Maximum blood concentration
e e I P

Chax, ss Steady-state maximum blood concentration
EFIRBBIC T D s I SR

Chin, ss Steady-state minimum blood concentration
TEHIRRE I 31T 2 el il SR

CYP Cytochrome P450
k7 1 L P-450

DSM Diagnostic and statistical manual of mental disorders
R B OZW - #iit~=a 71

FAS Full analysis set
i R D AT R REE

v —GTP v —Glutamyl transpeptidase
o= INE IV T ARTFHE—E

LOCF Last-observation—-carried—forward
1B FTCBLES S 7B C RME & il 52

0C Observed Case
Bl STl

PTP Press through package

RMP Risk management plan
EE A ¢ ]

SDA Serotonin dopamine antagonist
tob=r+ RKXI T XId=R |

STADH Syndrome of inappropriate secretion of antidiuretic hormone
PURIIR S VT 2 AR B 3 WA AR

tise Elimination half-life
IR ]

tmax Time to maximum concentration
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N3

A, BEWAKTABE, AT TV VB~ 2L, TANLT—5 (L-
T 2= VT T = AbEW) . 1-A v b=, FE

(1) AR K R

W4 YUANY R 1% T3 b3
Wy AR N
5 U R Ry 10

(1g H) HiE U Y K 10mg

N KR, D~ = Fr—/L, BT Au—RX_ KA AR
EREFORE
RN
RE

M L

RIBRROHEAKRUVRE

RPN

kil
AR BrANA

EAT DEREED B 5 I
RAEN TRRESN D 4L 5 FEThD 7,

(1) X=N-OH(E)
(2) X=N-OH(Z)

R:
F < N ’
R4
|
X. P N\O
(3) Ri=R3=H, Re=0H, Ra=F
(4) Ri=R2=Rs4=H, R3=F

(5] Ri=CHs, Re=R:=H, R«=F




V. #HFIZE94 51EHE

6. HEDEEEHTICEITHLEN
()AR) K8 0. 5mg)y V9

R O FEIA PRAFSAE PRAFIEHE PRAFHAM TS
) PTP E1%E + A% 4 4 27 L
FWIRFERR ¥ [25°C. 60%RH
R =F Lo Fie -+ 4 4 A7 L
B RY =F Lo K+ 15 6 » /] ZAb/e L
W 40°C. 75%RH
PTP 455 + H%4H 6 » H 2z L
40°C, Y BT T AR B 35 H A7 L
ME oK T (39.6N—
25°C. 75%RH, o 22.0N) RO BN, FF
j 3
R [t WA 2R TR P smmEnc, fomH <
272 L,
|IR., EOLAT 3
et H S ZRE S AL . AV
(20001%) M T T 2 R 120 5 1x + hr BieZe L
a) ABRIEE : PRIR. MERREBR. MUERERY. BRI —MEF EEME. WHME G BRI O 3 4 1%)

b) FABRIEA :

PEIR, HERSRUBR,
o) AUBRIAE « MK, vAME RIRERAER,

(YRR KU Img)y 77

MEERAER, ER

fiE, T HTE
AERfE, R

RAEROREES PRAFERE RAFIETE PRAFHIH RS
PTP A3 3E+Hk4S 34 ki L
RHIRFRER 2 |25°C. 60%RH =
RYZF LU Ben 3 b7 L
L WY =F LK 6 % H 2A7a L
TR Y 40°C. 75%RH
PTP A3 6 »H b7 L
40°C, e W T A, B 34 H A7 L
WE DK T (56N—36N) 23
25°C. T75%RH. RO LN, FERTMEA
Ty—1 3
maLRER Y I T e wome s
Lo
N=| LTSRN VA
=R, BORA B T AKE B 60 5 1x * hr Bz L
(20001x)

a) PUBRIEE : MRIR, HERBRUBR,
b) FUBRIEH : PRIR. #ERBRUBR,
o) AUBRIHE « MK, vAHME MIEERAER,

PR, BRI e
o R | %ﬁﬂi@*

e,

i, HPE O @ BlARE L OY 3 421)
EEAE, P




V. #HFIZE94 51EHE
(YRR K28t 2mg)y 02
S ER O FEA PRAFSMF A7 RE PRI AER
» PTP ‘2% + #E4H 3 b7z L
EMRfFRER Y |25°C. 60%RH
RY TF Lo e+ W5 34E A7 L
Sy
N E%ﬂ:ﬂ 6 A B L
R Y 40°C. 75%RH R
PTP /3 65 H 2z L
40°C, e R T L URE B 3uH 2z L
25°C. T5%RH.
N — IR
A O . vy — LBl 34 H AL
|IR., EOLAT
S — . oAb 7
(10001%) vy — LBl 60 J7 1x * hr Eiv7a L
a) RBRIEE : PRIk, MUERER. EEME. W
b) RERTERE : MRIR, MeRBaRBR, MAERRER, %ﬂﬁ*@\ﬁ%ﬁ\%Mﬁ
c) MBRIER : MR, e, REERER, ERE. HE
(AR K8 3mg)y 9719
KB O Fl S RIS RIFTERE PRAFHIH AR
PTP A4 -+ HE4H 34 b7 L
RHIRFRER 2 |25°C. 60%RH S =
RY =F Lo Ko+ W5 3 b7 L
N RYTF LR 6 # H A7 L
IIBEE 40°C. 75%RH
PTP A3 6 »H b7 L
40°C, KU T L URE B 3% H bz L
i E oMK T (657N —
25°C. T5%RH. 36.3N) BWO LN, B
> __41/ 3
MORERE Y[R A L PR smmEn e, momEE <
Zib72 L,
EIE . E|AT
S — . oRAb 7
(10001%) v — L Bk 60 5 1x * hr Bk L
a) RBRIEE : PRIk, MUERER. EEME. Wk
b) RERTEE : MRIR, MeRBRBR, MEEER, RUFI M, EEME, W

ARERTHH

PEIR,

FEHPE, ERERAER,

FERAE, W
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V. HH|ZE§d BIEH

(YRR K> 0D 4 0. 5mg) 1917

B OFRSE PRAFSAE PRAFIRE PRAFHME AER
PTP+ 7 /L 3 ¥ 11 — /a0 % + % I EBWE O
) 6 (BN RED SN
kR @ 40°C. 75%RH 6 )
AR " RY = F L (FLERAA A B, o EE CIEEA A
n) R L,
40°C, Y KRR 35 H b7z L
o g oMK T (3. .0kg —
25°C. 75%RH,
W; " B ik 34 H 1. 6kg) FRD LA, i
) = DI B IR L,
e ERAER Y
g oMK T (2 9% —
SR . 10001x/hr |BE A% 60 77 1x » hr [1.4kg) 23RO SNTZH, il
DOIEHE TIFELR L,
SR, EDE B fk 35 H A7 L
a) WERIEE : MEIR. meRERER, MR RER, %ﬁﬁ PE RREEME, EEE. EHE
b) RERTHE : MRIR, BEEE, MEEER, AREEtE. EEE. B
(YRR K2 0D % Img) ®-19
R Bk O FE A PRAFSAF PRAFIERE PRAFHAM TER
PTP+ 7 L I v u —a) 0 + 4% LIl EEwE O Emn
5 GRFEWN) LYt R
IR 40°C. 75%RH . T 64 H |RREEHEE (BN 2
RV =T LR (RRA B BTN, IO T
V) B2 L,
40°C, Y RIE IR 35 H EAv7r L
25°C. 75%RH,
IR
Sk B A 35 H Bl L
I A R MW E OHEMBRD Hh
SR, 10001x/hr |BEAK 60 7 1x « hr |7=28, fDIHEE TIIXZE(LA
I/o
SR, EE B A 35 H A7z L
a) ARBRIAH : Mk, fERERER, MEERER, %ﬁﬂ PE RREEME, EEE. EHME

b)

PRUBRIEE - MR, WERE. MIEERABR, BREEME,

2=E, wHE
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V. RHFIZEY SHIEB

(AR K2 0D 4% 2mg) 220

AR O FEEH TRAFSA (ESESIA S TRAF I (RS
PTP+ 7 /L X B m —/AL%E + 48 Do E WS O BN
(HFEN) L v I O RN
N @ 40°C. 75%RH KUY TF LUK (A A 6% H 72 s R e (B ) 2
D)+ REDOLNTN, MOEAT
32 L,
40°C. Wt R A 3» A b7z L
25°C. T5%RH,
3 A7
o Sk B i # H Zibre L
KR 10001x/hr |BE Ak 60 77 1x * hr b7z L
iR, HOk B i 3% A Eib7a L
a) ABRIEA - MRIR, fERERABR, MUERRER, AR, REEME. EEME, BN
b) FERIEE : MRR, RS, MIEERKER, BAEEME. EEM. W
(YRR K> 0D ££ 3mg) 22
R BR O FEEH TRAFSAt RAFIERE PrAEHIH (EES
PTP+ 7 /L 3 ¥'r —al%E - /58 b nEBEYSE o
(LR N) & o M o R IRE
i 10C, THHRE R U =F LU (RAIA| 6 (RAREIEE (BN 5
D) + R RO LN, LOEE T
32 L,
40°C. Wt RERD 3» A b7z L
25°C. T5%RH,
3 24k
T O Eibs 7 H ZAb7a L
SEIR. 10001x/hr Bk 60 J7 1x * hr Ak L
iR, HOL B 34 H Bibia L
a) AERIER - MR, MERRRUBR, MIEERRER. SURIS—ME. HRBEME. EEME. WM
b) FERIEE : MR, REEE. MIEERKER, BAEEME. EEM. W
(1) AR KLy 20
BRI RIS AP RE PrAF 1 (EES
WA RB Y |25°C. 60%RH R TF Lo w1 3 4E P L
S5
T g 40°C., T75%RH E%Z?H 6 % H Ziee L
R A
40°C. Wt DI NN = g 34 H Ziv7a L
25°C. T5%RH,
S — I
Ak O Sk Yy — LBk 37 H el L
R, HOLAT
N — 1 . oA 7
(10001x) vy /B 60 J7 1x * hr e L
a) ABRIHAE PRIk, MEERER, E R, Wk
b) ERIEE : MR, AERRRBR, MEEER, EEE, B
o) RERIER - MRIR. WP, MERER, E R,

12




V. REIZEHTLHER

1. BRBERVBARREORENL

PARPASA

8. f#hFlEDEEEILL (MEILEMZEIL)
URRY RUBE 0D BE: iZH4 L7V
UARY RUMRL - TXT. % 2. BAZfk) o (1)

L OREZEN OHESH

9. BHM

RN

() BARBAEEREFOBEBICHT 2BEEME

(AR K8

YUY Rk 1% T3 3] &gl

WHRERE (AR HFEEMLERIY A RO L D)
H ARSI 5 — kiR - iR N Rk
BRSA: - [\l B8 %k : 50rpm
OB oK
AR & 900mL
W& k7~ 7T 70— (UERE : 237nm)
FER  ABNILL T OBUSICHEA Lz 20790,

e I S
UARY RUBE0.bmgl 22 b 2
UANY FUgE imgl=a v b3 20 43 75%LL I
YA~ RogEdmgla o b 3 7
UARY RUgE 2mgl 33 b X | 80% LA I

(YRR K2 0D &)
HRERE (BASR T —aRBRE NaHaERiE OSSRk ) Ik )

(AR K HHLD

HRERE (BASR T EREMSRT) AXY R L D)
H AR 7 — kBRI - i e /N RLik

ABRAAT « B #i
A BR

%5 : 50rpm
Wk

FBRIE R - 900mL
& & k7o~ 777 40— (QAERE : 237mm)
R AANIUL T ORKICEA Lz Y,

e R R VR
30 23 T5%L
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V. HH|ZE§d BIEH

(2) BHEEIZHITHELME

s YRR KR ODEEO0.bmg T3 k3
(% T EIR G O EMZFREMERBR T A K74 2 CERk 18 4F 11 H 24 AfIIERBAITF 1124004
) 1 OIChEV, A EGRER 21T o 72 %Y,

BRI YA~RY R ODBEO.bmg (=3 k3
FEE R | U 2% — L 0D E 0. 5mg
iy H AR 7 — el - IWHEER N Rk
BRI 900mL
BEE 37°C+0.5C
Efizy e 50rpm (pH1.2. pH4.0, pH6.8. 7K) . 100rpm (pH6.8)
o pH1. 2 : HARZED T OV HRERE 1%
% pH4. 0 : 0. 025mol/L 7 = L EEFRIKIZ 0. 05mol/L U v EEKFE_F RV 7 A
1= BRI K E Mz TpH4.0 & L7=
pH6. 8 : HAEF 7 DY HFRERES 2 ik
7K
REIETERIRIN |72 L

FEAE LA O SR RS 80% A B A2 - S TR T L+ 5,

< HE SR B OVH B FLvE >

O : EUERIAIN 15 LAY 85% L RIRH 4 2 546 C, i
FIHS 15 43 APNIZ Y 85% LA E¥AH 322y, Xd 156 ek 5
SR BRI 0D S5 Vs HH 2R DS R VE LA 0D SRRV HE #2165 % D HiPHIC
H5,

@  : EUERLK 2315~ 3047 10 SEBI85 % UL FIRHY T A A T, A YR
DO NEIE R D360% Mo U85 % HIT & 72 2 18 24 72 2FF Sl B 0
T, RRBR LA 0 SR 28 A A YA D SR A HH 2R 4 15 % D i
Bz & D7, NiT [ 2Bl 428, FTH 5,

@a : FEUERIAIN 30 43 ANIZ S 85%LL HIAEH L7a WA, HE
ST BRIRE 12 do W THEHERLF oD SR tH AR DS 85% LA | & 7
B b x| AR OV D 40% & Y 85% T D Y e 2
REAUZ BN T, BB D PR HH 38 73 12 MERLAI 00 S35 s (H 32
+15%DHFFAICH HH, T {2 BB OMIZ 42U ETH 5,
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V. REIZEI HIEE

120 120
100 } g o J 100 ° PY
';5 80 | '; 80 |
* 60 | f 60 | pH4. 0  50rpm
% 40 | —— HEREA % 40 _'_*:Eizﬂ
~ —O— {ZHERA = o
20 | 20
0 . 0
0 5 10 15 20 25 30 15 30 45
AR (5 BRI ()
120 120
100 | 100 | . .
N N
:,E 80 :‘:1; 80 }
= 65 S0 ol
% 40 —o— BB % 40 | —e— AN
— —B— {REERF| ~ —a— iEEEHH
20 20 |
0 0
0 15 30 45 15 30 45
AR (5) B EERE (5)
120
100 |
s
80 |
th pl6. 8 100rpm |
f 60 |
% 40 | —o— HERELAI
= —o iR
20 |
0 1 I 1
0 5 10 15 20 25 30
R (5)
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V. #HFIZE94 51EHE

K EHZEICBT 2 HOE GUBREGH & OFRHERA O P97 R O Hig)

\ )R~ Ko
) a5 Y 1
PR <%£%1JE %ﬂ@ OD G O.5mg | £2 1 0
A = NN 3k
FRER AL | Bl | ARBRIR | EYE | VAR | PSR %) | EEBEHEER %)
pH1. 2 D 15 4y 97.0 101. 4 — | ®wWE
54y 67.5 90. 4 N
pH4. 0 ® e o e 0.5 43.5| WA
| 50rpm 54y 67. 1 89.8 .
SRS H6. 8 37.5| FiEe
et P ®a 30 4y 83.2 99.0 oL
54y 62. 7 88. 6
46.3] L
K © 15 45 83.0 100.8 =h
100rpm | pHé. 8 ©) 15 4% 100.0 102.0 — [ Ea

<fEHE>
ARBR R L EERIR| ORI FEN & LB L= & 2 A, 50rpm-pH6. 8 LIAM OFRERIE C, AEAERLE] &3
BR UK OB F B OFELIME A TR H A7, 50rpm-pH6. 8 FERIKIZ IV TIL, oDtk & RIS IZH
OMIREEHNEE R U, VRS & O ENCEENEILR D bR oo 7oy R A S 1% Xt
S & LA RR I, WRANTEDFEICRSETH D Z ERERSN TN,

(3) BAHEHICETIRHF M
C)RARY FogEdmg N3 3
UANRY RUBE 3mgl 3> b JIFBKGRIAICTH L Y AU RUBE 2mgl 3 & M JOFEBMNGLTH
%o FEk 12 4F 2 A 14 HATEIRGRSE 64 5 (5 &R0 28 OB RS O AW E iR SEREBR T A R
TAv) CERL 13 4E 5 A 31 HAFEIRES 787 B b)) IZEV . AW r0R SE % MFE L 7z %

AR LA UZARY Rogg3mgla o b3

PEVERLA JARY RUggomgla 3 b3

A5 2 B K v C kY

e A ARSE 5 7 — kil - sl S vk
BRI 900mL

G R 37°C+0.5C
%? [FHREL 50rpm (pH1. 2, pH5.0, pH6.8, 7K) . 100rpm (pHI.2)
R ARk pH1. 2, pH5.0, pH6.8. /K

SR T AN 2L

FEVERLA D LS DS 80% & R TR TR T &2,

I HHE

< PR >

@ : FEUERIFIAN 15 4> ANIZ L) 85%LL FIRHI T 2854 BERBLAIA 15
S LAPIZ Y 85% LA E¥AH 327y, X% 16 /s i) 5 akBRidA| o
SEEIVR SR DRI O SRR 3R = 10% DO FEFHIZ 5 5,

@ : FEAERIFIA 15~30 4712 85%LL R 254 AEYERLK| o F
PIVEHZR A 60% K OF 85% & 72 B 24 72 2 FEASICI VLT, akBR B
DN H 3 SR E L) O SRR R = 10% DO FEIPRIC & 2 0>, X
f 2 BE DM 50 LA ETH 5,

<fEH % DVEHR (R Ll 38 1 2 BRI Ol 2 DFRHER) >

c : AEYERIRIOSEH A HERDY 85%LL HICET 5 & & RBREA 0
EHREIS%OHMPHELEZ 5 b0 12 [ 1 LT T, +25%0%#i
FAZBZDHDNRRN,
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V. REIZEHTLHER

110 110
100 100
90 90
80 80 -
L 70 3 70
W 60 pH1.2 50rpm W 9 pH5.0 50rpm
H 50 3 50
B4 —e— SERIA @& 40 iR
30 RAERF 30 RAERF
20 20
10 10
oc¢ 0¢ .
0 5 10 15 20 25 30 0 5 10 15 20 25 30
BFfE (min.) RS (min.)
110 110
100 100
90 90
80 80
S 10 / S 70 7
4 pli6. 8 50rpm £ o
ﬁ 50 g 50
40 —e— StEREIF K40 —o— HEREF
30 A 30 REERF|
20 20
10 10
0r 0cr
0 5 10 15 20 25 30 0 5 10 15 20 25 30 35 40 45
B (min.) BERS (min.)
g pa— 3
90
80
g | pH1.2 100rpn |
= 60
3 50 —e— HBRWEI
a0 P
30
20
10
[
0 5 10 15 20 25 30
BFfE (min.)
FOWHMEENCIRT DRI GRUBRRLA M OEERLE o0 SRV 3R 0 bri)
SR ] U A~ RE
e (B2, 2mg) 3mgl=a v b3 | E
ARV | R | BB | CHDE R | R | CEEE e (%) SR (%)
pHI. 2 O 93.7 94. 6
pH5. 0 @ 15 4% 90.7 93.8
. 50rpm pH6. 8 @ 89.7 92.5 R
X Rk e
10 43 68. 8 66. 5
7K )
15 77 80.6 84. 6
100rpm | pHI. 2 @ 15 4y 99.5 101.0
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V. HH|ZE§d BIEH

= EHEFEHORIEEOHEMSS (H 2 O HER)
ﬁﬁ%ﬁ‘ e A& P IRF A ﬁ&%ﬂ@ ARBREA O 2 O HH %i .
[l | BRI (min) ST = (%) /)Ml (%) SONEIOE-S
pH1. 2 93.7 84. 2 99. 2
pH5. 0 90. 7 89. 4 97.7
20rpm pH6. 8 15 89.7 85. 1 99. 2 c bk
7K 80. 6 74.7 89. 6
100rpm | pHI. 2 99.5 99. 6 101.7
<fEHR>

BRI AR VERF ORI BB 2 I L2 & 2 A TN TORMITI W TEH HIZEE) 04 E LI
WA Lz, UbXD . sUBREA & AEMERANIEY 2RISR L B s,
AR KRV ODGEImg N3 R

(S BN D0 EERA AL RIEVERBR T A R 742 (CERL 18 4E 11 A 24 HAHERRHE
FEH 1124004 5) (SHEV, AL RRER 2 1T - 72 3,

AR LA U AU R 0D EE Imgl= 3 b 3
F2E VR K| UZ~2Y R 0D$EO. Smgl I3 k3
AL 5 28 B K e A kU
2EE H AR R 5 —fealkBRys - I HARER S Rk
R 900mL
sl R 37°C£0.5C
;% [F#RZK 50rpm
% BRI K
FUmETERTE L
FEEHERLF D SIS RN 80% & R - TR T &1 %,
PHE S B OV 7 F e >
O : BEAERIFIA 15 45 LAY 85%LL R4 234 T, RBRELHI
15 43 LANIZ ) 85% LA EIRH 350y, XU 156 402317 5 ik BradH|
D LIV SR IR HERLA O SR H = = 10% D #HIC & 5
| E HL e ) E S B OV i L v >
a RO HLERIE U3 1T DR BRELA O E 2 DR HFRIT OV T, FEEAER
FIONH PR R 85% LA EICEET D & &, BREA| O IR H =R
T IOEFAEBZ DO 12 fHP 1 HLLT T, = 25%DHiFH % it
ZDHDNRIRN,
120
100 } J
e
H 80
$
~ 60
%
< 40} —o— SHERBUH|
—O— BRI
20
0 1
0 5 10 15 20 25 30

7B L (53)
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V. #HFIZE94 51EHE

# EHZEEICET D RS GUBRRA & OFEERG O TR HER O k)

. FE AE LA U 2~ R 0D §E

=R 2%

S S (5251, 0. 5mg) Imgl=av k) | ki
PREREE | BlRE | AREBRIR | HIERLYE | IAHEERT | PR (%) SRR (%)
X RViE | 50rpm 7K @ 15 4y 101.2 98. 1 e

£ WRHZEFHORZEMEOHERE R (5 OB HER)
BRI B A& LB B A FER LA D AERBE D 2 OFH HIE oz

R | BRI (min) SR HER (%) f/IME (%) BOKME (%) | FEYE
50rpm 7K 15 98. 1 95.6 101.7 a WA
<HEER>

PRERBLA AR ORI ZEEN A i L7 & 2 A, IHZEEOHEEREICE S L, LELD,
FRIER UK L AR ERIA T A R RIS & A ST,
s YZARY R ODEEMmg NS =)
(& ENER D/ 0 ERRA OAMERIZEERBR T A R 74 2] CEAR 18 4F 11 A 24 B A IRA%A
FEH 1124004 5) (SHEV, A LR aRER 2 1T - 72 %,

AR A YU ALY R 0D §E 2mgl I3 b 2
P VE LA JA~RY K 0DEEO0.5mgl =+ b 2
L5 75 B K HE B 7k %
S H A 5 — ks - i N Rk
PRI 900mL
i IR 37°C£0.5C
;% Bz 50rpm (pH1.2. pH3.0, pH6.8, 7K) . 100rpm (pH3.0)
% BRI pH1.2, pH3.0, pH6.8, /K
SRR L
1 YERUH D A RN 85% & #E 2 - I TR T &4 5,

i HAE

HITE S R OV LT >

@ : BEAERIFIA 15 4y LIPS 85% LA FIgH T 2354 RBRELKI2N 15
Sy LAPNIZSEY 85% LA E¥AH T 20y, T 16 701231 2 R EdAl o
SERIVR SR DA VR 0O SRR 3R = 10% DO FEFHIZ 5 5,

@ : FEAERIFIAN 15~30 43128 85% L FIRH T 248 FEHERIF|
BRI 60% % O 85% & 72 D 24 72 2 Bific ¢, sBRElF
DR H 3 SR E LA O SR R = 10% OFFR I & 2 0>, T
f 2 B DMEN 50 UL ETH D,

< HE SR B OV E FE T >

a : Fe k&R IRE U 3 1T 2 3R ILA D 2 OFRHIERIZ OV T, FETERLA
DR 85%LA BICiET 5 & & FBREAI D IR H =R £15%
DOEFZEZ D HOMN 12 HF 1 LT T, 25%0HFAEZE 2 5 H D
W72,
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V. REIZEHTLHER

120 120
100 100
& %
L 0t
~ 60 } . 60 |
% 9 .
< 40 —e— HERSUH % 40 —e— HERUA
—O— =L = —o— R
20 f 20 ¢
0 - - 0 )
0 5 10 15 20 25 30 0 5 20 25 30
TR BT (5) TR (5)
120 120
100 = 100
& 80 & 80
: :
E ol £ 7K 50rpm
o —e— SEREF| o .
% 40 | e % 40 —e— HERGHI
20 20
0 ; : 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
SR BRI (5) BRI (5)
120
100
7“%:_
w80 pH3. 0 100rpm
* 60
% 40 | —o— SHERSUAI
- —B— EE A
20
0 1 1
0 5 10 15 20 25 30
AR ()
o WHZFEENCR T AR (GRER A R OWE HE RUA o SR =R 0 L)
. 8 Y L] ) ALY R 0D §E
e SRR YA F bR
(B, 0. bmg) 2mgld ¥ k3 H7E
BRI | RRE | BRBRER | CHIESEYE | IRHRERD | P (%) S HER (%)
pH1. 2 O 103. 5 99.5
pH3. 0 D 100. 5 97.1
i . 50rpm .
N RLiE pH6. 8 D 15 %y 100. 5 87.7 e
K D 101. 2 97.0
100rpm | pH3.0 ) 101.3 101.9
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V. HH|ZE§d BIEH

& EHEBORSEMEOHERE L ([~ OB HER)
ﬁﬁ%ﬁ‘ e A& P IRF A ﬁ&@ﬂ@ AR LA D 2 DY = %E s
[l | BRI (min) ST = (%) /)Ml (%) SONEIOE-S
pHI. 2 99.5 97.7 100. 6
pH3. 0 97.1 95. 4 99. 5
o0rpm pH6. 8 15 87.7 82.5 90. 7 a A
K 97.0 96. 0 98. 8
100rpm | pH3.0 101.9 101.0 102. 6
<fEE >

BRI AR VERF ORI BB 2 I L2 & 2 A TN TORMITI W TEH HIZEE) 04 E LI
WA Lz, UbEX D sUBREA & AEERANI AW 2RIC RS L B s,
AR R ODGE3ME NI R

(& BN 572 2% 0 E TR O WA R SRR T A BT A >) CERk 1I84E 11 A 24 R EARAE
FEH 1124004 ) (ZHEV, BUAILEGEABREZ1T o 72 %,

AR LA Y2~ R 0D $E 3mgl a3 b 2
LA Y ZA~Y R 0D $EO0. 5mgl = k|
A5 2 B K v B 7k #&
e H RS 5 7 — ki - il S vk
BRI 900mL
G R 37°C+0.5C
%? [EIL I 50rpm (pHI.2, pH3.0, pH6.8, 7K) . 100rpm (pH3.O0)
% BRI pH1. 2, pH3.0. pH6.8. /K
SR TS AN 2L
FEYERUH D SR RN T5% 2 B 2 T TR T L9 5,
<HITE S K OVH) E L1 >
O : HEAERIFIAS 15 43 LANIZ ) 85%LL IR 246 T, skBRELA| N
15 23 LAPNIZ - 85%LL BR324, XU 15 s BT 5 akBr sl
DY SR D HE R O XA 2R £ 10% D #iHIC 5 5,
) i v <HITE S K OV E LY >
a : Fr& BRI RT3 2 IR BRA O 2 OV HERIT OV, FEER
FOEEJEEH A 85% LA FICET 2 & & RIBRRAI O E H =R
TI%DOHEFHZ 2 HHOA 12 EF 1 ELLT T, £25%0D#ifH 2
2D HDNIRUN,
120 120
100 | 100 |
fﬁ 80 'ng 80 |
% 40 | —e— SHERMF % 40 | —o— HERLH
- o EEmE| - —B— FEHF
20 | 20 |
0 L L L 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
AR (5) AR (9)
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V. REIZEHTLHER

120 120
100 = 100 }
2= . rpm %= rpm
* 60 : = * 6o | .
% 40 —e— SEREAI % 4 | —o— SRR
~ —o— A - —o— fERE |
20 20
0 : : 0
0 5 10 15 20 25 30 0 5 10 15 20 25 30
TEHEERE (4) S HEERR (5)
120
100 2 J
&
s % H3.0 100rpm |
2= . m
=" 60 b p
% 40 —e— SHERGUHI
~ —o—jEEE
20
0
0 5 10 15 20 25 30
TR H R (5)
7 WHZFEENC T RIS (GRER A R OWE HE BRI O S H =R 0D PRig)
. Y LA J 2~ R 0D g
Rl SRRy A B
(8841, 0.5mg) 3mgl=a o b X HE
RERHE | ek | RREBRIE | HIEIEYE | PAEERD | PR (%) SR (%)
pH1. 2 @ 103.5 100. 1
pH3. 0 @ 100.5 96.9
i . 50rpm R
2N RVE pH6. 8 @ 15 4y 100.5 88.9 A
7K © 101. 2 94. 8
100rpm | pH3.0 D 101.3 102.5
F* EHEHORSEEOHE-ER (E 2 ORHE)
RS B A& LR B A, BB D AERELA OE 2 ORI | HIE e
iR | R (min) SR (%) e /M (%) BORAE (%) | FEYE
pH1. 2 100. 1 99. 2 101.5
pH3. 0 96.9 95. 6 99. 1
50rpm N
pH6. 8 15 88.9 85. 4 92.6 a PRy
i 94. 8 91.0 97.4
100rpm | pH3.0 102.5 101.0 103.8
<HEE>

AR ARVERF OB 2 LI Lo & 24 TN TORMFITI W TR HIZEE) O] E I

WE Lz, kXD,
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V. REIZEHTLHER

10. &% - 2%

(1) FENRLELGRE - AF. NEVBRGESE - R(ICHT HER
A LR

(2) a%
(YRRY K80 mg T3 F3))
100 & [10 & (PTP) X 10]
500 & [A#w. N7 ]
(UARY Kogimg T3 R )
100 & [10 & (PTP) X 10]
1,000 & [10 &€ (PTP) X 100]
1,000 §E [#Fgs. /37 ]
(UARY RKoggEomg T3 R ))
100 £ [10 & (PTP) X 10]
1,000 & [10 &£ (PTP) X 100]
1,000 & [A#w, 7]
(WARY RFVE3mg N3 A2
100 £ [10 & (PTP) X 10]
1,000 #& [FF#w, /N7 ]
(UARY K OD&O0.5mg N3 b))
100 £ [10 & (PTP) X 10]
(WARY K ODfEImg N3 L2
100 £ [10 & (PTP) X 10]
500 B [, /7. #EAIAD ]
(JARY K DFE2mg T3 L2
100 £ [10 & (PTP) X 10]
500 B [, /7. #EAIAD ]
(JARY K DE3Mg N3 b2
100 &£ [10 &£ (PTP) X 10]
200 88 [k, /N7, RZEAIAD ]
(YRR FHFI 1% T3S A2 D
100g [ #%]

Q) PHREE
A L0

(4) BROME
(AR K8

w2k Kn ME

PTP gl PTP RUVELEC = LT 4 VA, TAI =T LG
AN w1 >

5 RSN U\ vl 44
FyvT AN R = I el PV

(AR K2 0D &)

2% i R
Pr—@kE [ FAI =AM (FAI=TATIF— R T 4D)
N7l NI N2 RYyTF L
(Eﬁdﬁé%”]\@) 9’?“\7‘)70 ﬂ‘fp7°tj | P4
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V. REIZEHTLHER

11.

12.

() AR K #HLD

e e ME
Sk 1 N
T e ﬁ]wo i)ﬁ%z/
¥y AR Far’r

AgiRt S D EME

AR OVANA

T Dt
LR
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V. afkIcBY HIEE

V. JREIZEAY 5IEH

1. ZhEEXIIZHE
(WARYKRUEEO0.Smg NI b2, YVARYKRUE Img N2, URRY RUEE 2mg 132
P2, JUARY KR D& O0.5mg N3 R, YARYKF D g Img I3 F3 ), YRARY RY
ODEE2mg NTAL R, YRR FUMAI19 TS R D)
OfeA KIIE
O/NRMIOHPAANRY ~ T LEIHE D G filiEbE
(DARY K ofE3mg ML Fsy, YARY R DM I3~ F2))
WA KIIE

2. MEEXIFHRICEES HEE

5. HEEXR IS RICEET 5T E
UNREIDBRAARY b5 LEIZHE S SR
5.1 JFAIE LCH B I8 RmOEFITHEATLZ &y

3. AERUVRAE

(1) AZERUVHAEDMHER

1) #MEXAE
(WARY R O0.bmg NI Ry, URARYKRUEE Img NAS I, VAR FUEE 2mg 13
DRI, YURRYFUEIMg MAS I, YARY KD EEObmg NI Ry, YARIY FY
OD £ Img N3 F3), VARYKRY D EE2mg N3 Ry, YRARY K D g 3mg N3+
S URRYRFMAI I TSR
WE. ATV ALY R LT 1A Ing 1 H 2 BEVBMAL., HallHET 5, MEFEIT®
W1 H 2~6mg ZJFHIE LT 1 H2EIZOTTRAKRS TS, 2B, Fin, ERICE Y EEHEET
5., fHL, 1 HEIX 12mg #2720\ 2 &,

2) INREIDBERARARY b3 LEIZHES SR
(JUARY RUEE05mg N3 b3, YARYRVE Img TT R . URARY KUEE 2mg 3
USRI YURRYKRY D FEO0Mg NI FI ), VARY KR D E Img AL R3], YARARY
KoODfE2mg T3 F3), URARY KUK 1% T3S RS
{KE 15kg LI L 20kg REDEE
WE, VAU KL L T1H1MEO0.25mg KVBHAAL, 4 HA LD 1 HO0.5mg 2 1 H 2 BN
TROEST 5, ERICEVEEHEHT 208, METLIHAIX 1 BEUEOMEZHITT 1 HE
ELTO.25mg T oOET S, AL, 1 HEIL Img ZBX 2N &,
KE 20kg L EDEE
BE, VAXY RELLT1IH1BEO0.5mg KVBAMBAL, 4HALY 1 Himg % 1 H 2 BN TR
O&532%, ERICE Y EEERT 223, HMETL254803 1 @M EoMREE2H 0T 1 BEE L
TO0.5mg T oMET 5, (HL. | H&ElX. K 20kg UL I 45kg K D413 2. bmg, 45kg LA D
Bl dmg AN L,

(2) AZERUVASEDHRTERE - 1B
MM ER e L

4 RERUVHAEICEHETSHIE

1 RERUVAEICEHET 5FE
1.1 RFNOEVERBDIZ Y XY FoTHY, NYRY R EoffHick VIERAR#EBES2B8Th
W DT0, KH &R XY Frzghd 5058 E O xR, BT 52 L,
(g - 0D £&)
7.2 0. 25mg BAL COFREI S SLERG AT, WRBSUIMKI 242 2 &)
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V. BEICEET 5IEH

5.
(M

(2)

©)

(4)

B PR RHE

BRERT—2/\vr—o
MR L

HRE R
TR L

RERGRRHR
TR L

REEAIEAER

1) BAMERGEEAER

(# & KAGE

E NEG R ER

E N CERM S L7z H SRR & 2 TokaEF 727 BllC BT D EEIRRBR OFE S . A bRk S
B 722 BNk A PR GEDL EoMEESRIL 51.5% (372/722 ) Thot-., F1-. _HEMIbE
B L > THRAEREICKT 2 U 22U RrofFAENRD b TW5D,

MR GE R 723 T Bl 431 1 (59. 6%) ICRIERASGRO bz, ERbDE, THITT
124 1) (17.2%) . #9261 (12.7%) . SAgrE 34 5 (4. 7%) . AHRAE 92 1] (12. 7%) . #75[El#E 84
B (11.6%) . FE#EZ 82 5 (11.3%) T -7 019,

) ARHESNORK &G - EBE 20 iz &,
UNREOBRAARARY bS5 LEITHES ZRIEME)

E N5 MR

DSMED —TV-TRIZ XV B FAEREE &2l S, SligiEx2 A9 5 8% (5 MLl L 18 mkd) & xi5:
WCEANTER L ZRERRBRO —EERBICRBWNT, IR UIY A2Y K (A 15kg PLE
20kg AT : 0. 25~1. 0mg/ H, {AKTE 20kg LAk 45kg i : 0. 5~2. 5mg/ H ., {KE 45kg LA L : 0. 5~
3.0mg/H) N1 H2ME8HEMREOKRE SN,

FEEFLIE H T b 5 &G (LOCF #2) 12381F 5 ABC-] 9 BN 7 X 7 — /L 2 a7 O_—
ATAUMHEOELBIITEOLBY THY ., 7T AL U ARY RUBEO BBV THEHE
IR B ZENRD S (p=0. 0030, L8O 7,

CEEBRE SHEME) IZBIFD ABC-J HENEY T A — L AT DOR—=AT A b OEE
(FAS 9 LOCF)

7 a -
4 Amijﬁgfitfxb‘/v BB
ety | 70 R 75 & RREL DR
I S R N A 2 ) —— \
NR—=RA T A | HEFHmRE b OIS E s/ CEE R O R £ o fi
[95%/ 5 X [ ]
75t
R 18 27.5%£5.26 | 24. 7%9. 47 -2.81%6.62 - -
) A~
Jy KR~ 21 28.2+6.36 |18.5%10.57 -9.7%x7.29 -7.1 [-11.6,-2.6] 0. 0030
i3
R B 4 R R

a) WEMZK T N—ATA O ABC-] BUENEY T A — ) 2 a7 3L &L U5
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V. BEICEET 5IEH

“HEEBRHBO®%, VAT Rod 48 BEERE LIRS 5EEICRBIT D ABC-] BIEMEY 7 A r—)L
xn?@N—%?%V#%@WM%iTﬁmkxbf&o%W

FEHA® G 8 (48 M) 2BI1T 2 ABC-] HEMY TRy — L 2Aa T OR—ZAF7 A b OELE
(FAS. 0C %)

77 B RN D OBATH U ARY RS DORBITH
ABC-J M7 | XR—Z2F A 5 | ABC-] HIEMY T | R—ZX T4 b
RI— L AT DI E: RI— )L AT DI &
R—ZF 24.5+9.73 (17) 19.810.65 (18)
- +
8 M i 12.97%9.90 (16) 1Q?RSQ47 13.7%10.46 (16) | -5.8%8.75 (16)
- +
24 3H B 12.87%9.90 (16) 1Q?QSQ76 13.1%9.67 (14) | -6.8%9.65 (14)
- =+
48 I 11.6*8.18 (14) 12'?{£;0'32 12.6%£9.84 (12) | -7.9%9.18 (12)
- ~11.4+10. 70
&S (LOCF) | 13.1%8.31 (17) a7 13.0+10.28 (18) | -6.8+9.70 (18)

EEIE R R 2 G EIE)

a) RWIF G- OTEEREEAR A bR AaRE

¥ 1) American Psychiatric Association CKEFEFEESSSS) @ Diagnostic and Statistical
Manual of Mental Disorders C}EHRIEEDZWT « Hit~==27T/)

V£ 2) Last—observation—carried-forward (ERJIZEIER X372 ME CRIHME 2 #i5¢)

7¥ 3) Aberrant behavior checklist—Japanese version (BFITENF = v 7 U A~ AARGERR)

1£ 4) Full analysis set (FKOFRHTRIZRE)

¥ 5) Observed Case (BiZZIM7-fE, KPMEDOHTER L)

NI O A EAMEREICRE S RS2 AT S EBEE NS L LEEENERRBRO —EERIC
”WﬁiZHﬂ¢MﬁJ%6%)um@%ﬂto%®£ﬁ%@i@ﬁlﬁﬂ(w4w ﬁﬁm@BW
(23.8%) . REHMN 4 B (19.0%) FTHoTo, £/, BHEGHICK BIVEIE 35 il 28 4
(80.0%) 2D BIL, TDOFERHD] @ﬁ17%(%ﬁ%\¢E%M12W(Ma%\ﬁ&ﬁ@9
B (25.7%) . @7 T s F o MSE 46 (11.4%) SETHho7- 7,

2) REMHBR
MR L

(5) B - AR
LR L

(6) ARHIER

) ERARERE (—REARERE. RECERARERAE. EARBELERRE). RERTERT -4
—RAE. HERTRERZBRONE
YLz

2) RAEZHELELTEREFEOABXIIEREL-AE - HBOME
BN

M zoft
DR L
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VI. EDREICETSER

VI. EMEB(CET HER

2.

)

EEZHICEEH HLEYMRITILEYE
7?D7://+mA% T2 ) TFTVURIEEY. XTI FRIGEY. B HAGUR R SR
EE : BEOH DB ONEETRE T, HHOEFHRLEERI L L,

FKIEER
(1) 1EREMGL - ERMRF

17

B FY TR ER OB R LY . FE LTRAI Y D, ZAKERIEA ROt h=

5-HT, AR HEHUEMICEES <. TR ROWEIC L 2 bDLEZBND DY,
(2) EEEMTDHHERAAE

1)

2)

3)

T A2 (=2

RSV Dy ZBBIETHMERHAZB L, Yy P TT U724 I XUITRENLT 4 L DFRE
A5 B R TENE O1TEN 2 b 2 SR ARGl L7c, ZOREIZ A u Y R—)L b [6S%5
L<IZReeggn .z Envmaniz 9,

itor=2%R
o b=y UL ZBRAEIEEFERAZA L, 2 b ThRYTHZIVEORAARAD Y L DFERIN
DR IRV EEN S O TEN AL 2 L2 9,

haLTo—EREER
Ty NTCOAEZVTU—EEERZ, ~axXY R—=1r X 0gun, £, 7 v hOH—lk%%
(RFEHT) TO RN v Dy FRITKT D EGBAMEIL, $EARSMEIER & OBIEN RN E Sh
TWADBEERTOBRMEL Y @V, Ll oaa XY R— L TIREERICE T 2855 BRI BN
BV, B, Br b= 5-HT, R EEEHUER BSBRERICEB T 5 KX RO MW 25 f1 L C
WD R[REMED B D 190

fERBTRES - FrasR
AR L
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VI. EYEREICET SRR

VII.

1.

EYENREIZEd HIEH

i AR E D HEFS

(1) ARG MPRE
DR L

(2) BRRAB THESNOPRE

) MNRERUEEDHEMEREEE TORE

AN R OEAE DR BRI ) A R 8EZ 0.01~0. 08mg/kg/ HOMAET 1 H 2 [FIKERD
BhHLZEE, KEHZYOHE 0.04mg/kg/ B THAS L L 72 MIEFRE(CIRD Chay, s LTV AUC, o
FHFEE B L NI TETRIMECTH 20, MFEFERHEY 9-8E FaF U 22U RU® Cuy o
KONAUC, AT/ NREFETRBETH- 7 WEANT—4),

/N OVFEO R BBFICY ARY RU2KEROKRG LIZGAOIMmMPRE T A —4% (K&
H7-0 OHE 0. 04mg/keg/ H THKAL) CEHMES.D.)

Cmax, ss Cmin, ss AUC T,SS CL/F

(ng/mL) (ng/mL) (ng * hr/mL) (mL/min. kg)

N REAIR 12.4%9.0 2.06+2. 68 87.5+61. 5% 6.11%+4. 152
6~11 5% e

((quf) BV LY 16.7+6. 8 8.98+3. 58 152+58 2.52%1.00

B REAIR 22.5+23.9 8.61+13.1 190+ 235" 6.51+6. 72"
12~16 % o

( mszﬂ ERHY 16.8+8.8 11.746.9 17294 2.37£1.01

a) n=9, b) n=11

2) EMFHIEFEAR

(YARY KO0 bmg N3 F3 )

UARY RUBE0.bmg (I b L URNE—VEE Img 2, 7B AF—N—EICLY UAXY R
UEEO0.bmg [ NI 1R 288, U ANRTY —LEE Img 118 (Y ARY Ro& LT Img) FEEERA
B (n=19) ITHERHEERR AL L CiEhREZRE L, 50723y 8ige 7 A —4% (AUC,
Coa) (2 DUNT 90%(5 HE X EIVENC TREFHIEIT 21T - 7o fE %, log (0.80) ~log (1.25) DO#IPHNT
B WHIO Y FH S DS R St Y,

HKWERE T A —H

HIENT A —H BERT A—H

AUC (o2 Crrax T max tie

(ng + h/mL) (ng/mL) (h) (h)
UZARY RUBE0.5mg a3 b3 30.44+20.12 5.44%x3.25 1.6%£0.4 4,3+2.2
U 2 — )LEE Img 32.07=x21.01 5.36%2.59 1.3%£0.3 5.0+2.0

(Mean=S.D., n=19)
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. EE

o

(1

B89 HIHE

(ng/mL)
12
ﬁw-
noB T —— XY FLR05mg [T b 31< 2 5H5>
i 6 U2 —ILEE 1 me< 1 85>
D) Mean+S.D., n=19
[
> 4
bl
B 5 |
N oo -
012345678 9101112 24

B (n)

g U 2~Y R REHER

(DARY RFUgEimg T3S )

UARY RUBEImg T3 hI) EURRE—VEE Img &, 7B AL —N—JRIZL D ENEN 1 EE
(VARY e LT Ing) BEFEKRAETF (n=13) ICHEAHRERRO#E L Tl hEEL20E L.

BONT-EWEFE ST A —% (AUC, Cpax) (ZOUVNT 90%(E HEH X INEIC THEFHIRHNT 21T - 7= f5 5.
log (0.80) ~log (1.25) OHPHNTH V. WK DAY IR LIEDS MRS Sz Y,

YR T A —X

HIENTA—X BENTA—H
AUC (0—24) Cmax tmax t1/2
(ng * h/mL) (ng/mL) (h) (h)
UARY KRB Img 33 b3 19.28+17. 28 3.32%1.43 1.7%0.9 3.0£1.3
U ARE —)LEE Img 18.26*16. 10 3.28%1.45 1.4%+0.4 3.4%£1.5
(Mean=®S.D., n=13)
(ng/mL)
120
% 10
w8 —— YZAY RS EImg [TY R3]
Z U Z i —ILEE 1 mg
~ 8
] Mean%S.D., n=13
K
> 4
iR
E 5|
0 1 L L 1 L 1 1 L L 1 L 1 L L n L i I T T -
012345678 8101112 24

el (h)

Mg U ZARY R R EHERS
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VI

EWMEEICEI HEER

(YRR RFoggE2mg T3 b2

UARY Foggomg 3 b3) LU RASNE—VEE 2mg 2, 7 0 AF—"—EIZ XV EnTh 1 8

(UANRY Frr& LT 2mg) REERAL T (n=12) ([ZHERERERE O &G L Tl 2 1E L,

BOREEBBIE T A— 5 (AUC, Cu) (2O T OMEHIK ML CHEHAN 217 - 72 2.
log (0.80) ~log (1.25) O TH D . Wil o LW AR SN TR S i ™,

HWERE T A —H

HE/NT A—H BEINTG A —H
AUC (0—24) Cmax tmax t1/2
(ng * h/mL) (ng/mlL) (h) (h)
U2ARY Roggomg (32~ 3 27.28+16.74 7.00%2.72 1.2%£0.4 2.8%1.5
U ZRF— )LEE 2mg 30.931%23. 20 7.7613. 26 1.3+0.4 3.2%+1.6
(Mean=®S.D., n=12)
{ng/mL)
12 1
n 10
3
gt —— I~ FfE2mg [T R3]
:_{ RISH— e 2 mg
’a‘ 6 r Mean+S.D., n=12
I
» 4
g
2 -
0 \ I I \ I ) \ ) ) P i T ¥
0123456 789101112 24

A ()

MAEF U ZARY R R EHERS

(VAR R 0D 0.5mg 1AL+ )

YARY R ODFE0.6mg (S FI) LUAASRK—LODEE0.Bng &, 7 0 AA—/N—EITLD £
nepn L (VAN Frr& LT O0.6mg) BERMASFICHRE, Kl (h=34) KUKHY (n
=20) HEREOHES L ThER Y 2D FAREZRE L, BoNEMERE T A —2 (AUC,
Cmax) (22T 90%{EHE X RIS THEGHIEHT 21T > 72f85. log (0.80) ~log (1.25) DHEPFHANT

B Y A O AW R S 3

BEhE,

EYHE T A —F

HENRT A X BENTA—H
AUC (0—12) Cmax tmax t1/2
(ng-h/mL) (ng/mL) (h) (h)
7]( ) o . foiz
G | VAU R D BE | g 474590 2.21+0.93 1.240.3 3.1%1.1
o 0.5mgla >~ h3
1 ° iz
B | YARST = 0D B | ) oras 65 2.34%+1.01 1.240.5 3.1%1.2
5. 0. bmg
K| Y=~y Rooob g
+ + + +
% 0. omgl 2 o k2 | 18-93%10.19 2. 75+ 1. 50 1.440.6 3.4+1.3
] o \‘b_‘ \,r'-»
B | VASE =L 0D BE | (4 agig 75 2.79+1.43 1.240.3 3.4+1.3
5. 0. bmg
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VI

EMEE

B89 HIHE

—— ) T~ F20DEE0Sme [T kX
) Z 184 — ILODEED.5mg

Mean+5.0., n=234

RREE s 2 N BEE
]

K7e LEGREO MEH U A~Y R AR
G[ngF.me:l
5 L
i
P . —e— 2~y K2ODE0.5Mg [35 3
1 _ 1) Z A — ILODEED.5mg
24l I }- - Mean-8.D., =20
Y
S
ool
i
;i 4
1 k
0 i 1 L 1 L i 1 Il 1 1 Il 1

B (h)
Kb EGREOMAEH Y AXY R REHER

(WARY FA 1 T3 2D

UANRY RUMRL 1% T3> by LU RAARE—URL 1%%, 7 A4 —"—JEIZL D ZENEh
100mg (U AXRY K& LT Img) EERAB T (n=20) ISHEE B OGS L CisEhEE 2 #l
EL, SONTHYBIE T A —% (AUC, Cu) (22T 90%EHE X LIS TREGHIENT 217 - 7o 5E
K. log (0.80) ~log (1.25) DOHIFHANTH V., WD EYFHIFEZFMEDN

HKWENRE T A —H

BEN-

58)
o

HIE/NT A—H HEINT A —H
AUC (o-24) Chax Linax tie
(ng * h/mL) (ng/mL) (h) (h)
URARY R 1% T3 b 7.38%5.25 1.96+1.18 1.3+0.5 2.8%+1.8
U 2R — )VHBRL 1% 6.95t5. 26 1.90%1. 38 1.2+0.3 2.7%x1.7
(Mean=*S.D., n=20)
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VI. EYEREICET SRR

(ng/mL)
12 1
o 107
% 8T —e— UZAU FL#R 1% [T k3
A VA2 — L1 %
~ 6
! Meant5.D., n=20
K
L4 r
%
2 L
0 #——— T - -
012345678 9101112 24

B (h)
Mg Y ZARY R REHER

M3 PR AL ONE AUC, Coux FFED/NT A — 1%, BEBRE OZIR, RIEOERIXAEL - FFHSF OFBR R
TR L > TR D WREMED B 5,

(3)
AR L

4) BE - HREOXE

1) BEOEE
U ER L

2) BHAEDEE

D ALNTEEY
O TRIE RS 11 BIZ CYP3AA FBE/ER 2/ 3 2 1 v/ <8 (400~1000mg/ H K5 &
UZ~Y Ry (6mg/ HRERS) 207< &b 4 BEH L & &GRSy (VALY R+
9-t Fax U AU Ky) OMmFEFEENR, U ARY ROOBEME SRR L THEREICET
L7,

@ K"axtFy
B RIIE B 12 BIllZ CYP2D6 [HEERH 2 A3 5 e F > (10, 20 LT 40mg/ H KB H5-)
LV AAY Ry (dmg/ A RERE) 20 Lz & &, GRS OEFIRBICE TS b7 7R %
NENL3, 1.6 KO8 fE EH L7,

® A4 r3aF+J—1
FA R EE 19 BIllZ CYP3M [HEERHZ AT 54 7 )Y — (200mg/ HxEHE) &V R
Y Ry (2~8mg/ HERYS) Z0FH Liz & & OIEMERD OEFIREICHIT 2 7 7fEIT 65%

ES LR,
3) TOMGFHEDZE
D EILESYY

O SRE TS LRGSR E 11 1 cYP2D6 [HEMER A2 A+ 5L 5 U v (50mg/H
KERE) &V AXY R (A~6mg/HKEEG) Z0FH Lic & & GRS O AR R I Of
BRI BE RFE S ole, 2, BV MU % 100mg/ HIZH & L7 B3 Tl MRS
DEFIREEIZIIT S FT 7N 16% F5H- L, 150mg/ HICHE L7 2 Tk, #nFh 369k
52% B F- L7z %2,

@ ZLRFHIY
WA RIELE 11 Fi2 CYP3A4 JeOY CYP2D6 BHEMEAZ G55 7 VAR x4 I > (100mg/ H K
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OEERRE I D L EMERER (0D §E 2mg)
nekERER (0D £E 3mg)
AR BT DL EMERER (0D £E 3mg)
EWIRGERE R 1%)
DR GHRL 1%)
EEREEIC I T 2 e MRS (KL 1%)
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fl: BEPRRSHREES:. 1991; 20 529-542

fit: ERPRASHREES:. 1993; 22 1059-1074

fl: BEEERSRREES:. 19935 22: 101-116

il AREORS AR 1993; 150 617-631

fit: EEPREZE. 1993; 9: 2725-2739

fh: EEIREESE. 1993; 9: 1453-1470

o~ o~~~

Iz
el
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e

KA Z& ML FRRRRSEREKEE. 1993; 15: 749-762

A A i) ol
T S
Tk

il EEARKERRES. 1994; 23: 507-522
flh: ERPREEAH. 1993; 21: 221-259
fh: ERRKEORIESE. 1994; 23: 233-294
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Janssen PAJ, et al.: J Pharmacol Exp Ther. 1988; 244: 685-693 (PMID: 2450200)

Leysen JE, et al.: Mol Pharmacol. 1992; 41: 494-508 (PMID: 1372084)
Megens A, et al.: J Pharmacol Exp Ther. 1992; 260: 146-159 (PMID: 1370538)
ARG fth: W - AR - 178 19935 130 39-42
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FNER: AW FRRESEMERERICE T 288 (BE Img)

FENE R ARV IS BT 5 &k (BE 2mg)

FENER: AW FRRSEERER BT 2 &R (0D $E 0. 5mg)

FENERE: AW R SEERER ISR 9 A &R GRERL 1%)

Spina E, et al.: Ther Drug Monit. 2004; 26: 386 (PMID: 15257068)

Saito M, et al.: J Clin Psychopharmacol. 2005; 25: 527 (PMID: 16282832)
Jung SM, et al.: Clin Pharmacol Ther. 2005; 78: 520 (PMID: 16321618)
Spina E, et al.: Ther Drug Monit. 2004; 26: 386 (PMID: 15257068)

D’ Arrigo C, et al.: Pharmacol Res. 2005; 52: 497 (PMID: 16226034)
Nakagami T, et al.: Clin Pharmacol Ther. 2005; 78: 43 (PMID: 16003291)
EHAMIE fifs: BTEE~ORELTA K7y 7 (EETFE 3R . CiEH; 2017; 273

Nyberg S, et al.: Psychopharmacol. 1993; 110: 265-272 (PMID: 7530376)
Van Beijsterveldt, L, [LITFEIE, ffl: JEaE &R, 19935 27: 3053-3062

Mannens G, et al.: Psychopharmacol. 1994; 114: 566-572 (PMID: 7531854)
Mannens G, et al.: Drug Metab and Dispos. 1993; 21: 1134-1141 (PMID: 7507814)
Fang J, et al.: Naunyn-Schmiedeberg’ s Arch. Pharmacol. 1999; 359 (2) :147-151
(PMID: 10048600)

Schotte A, et al.: Jpn J Pharmacol. 1995; 69: 399-412 (PMID: 8786644)

B A : BEPRFEAM. 19915 190 93-163

C Lindsay Devane: Neuropsychopharmacology. 2007; 32: 757-764 (PMID: 16936711)
Snoeck E, et al.: Psychopharmacol. 1995; 122: 223-229 (PMID: 8748391)

Hill RC, et al.: J Clin Psychopharmacol. 2000; 20: 285-286 (PMID: 10770482)
Mahatthanatrakul W, et al.: J Clin Pharm Ther. 2007; 32: 161-167 (PMID: 17381666)
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(%€ 0. 5mg)
(£ 1mg)

(€ 2mg)

(&€ 3mg)

(OD %E 0. bmg)
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PRI SRR LT 2 WREVED & 2 PRI, 1R LA ERItE 2 LR S Lok S h 55
BICOREEGT 2 2 &, MIRBRICHUEMHIREN R G STV L 5EE, il RICHAES, H
MR, PPORPES . IRER. FERIRIRT. SIS OBETUER CHERIMNRIER 2 b & bz & O
N5,
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TBIE OB ORI REOFRMEEZEE L., FHLOME
HBITRED LTS

iy
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Mgk zmad o2&, B FTH

H LA A

KESFF SCE 8.1 Pregnancy

(RISPERDAL® Pregnancy Exposure Registry

(risperidone) There is a preghancy exposure registry that monitors preghancy outcomes in
tablets, for women exposed to atypical antipsychotics, including RISPERDAL®, during
oral use pregnancy. Healthcare providers are encouraged to register patients by
RISPERDAL® contacting the National Pregnancy Registry for Atypical Antipsychotics at
(risperidone) 1-866-961-2388 or online at Attp.//womensmentalhealth. org/clinical-

oral solution
RISPERDAL® M-
TAB®

andresearch-programs/pregnancyregistry/.

Risk Summary
Neonates exposed to antipsychotic drugs during the third trimester of

(risperidone) pregnancy are at risk for extrapyramidal and/or withdrawal symptoms
orally following delivery (see Clinical Considerations).Overall, available data
disintegrating |from published epidemiologic studies of pregnhant women exposed to
tablets risperidone have not established a drug—associated risk of major birth
202243 H) defects, miscarriage, or adverse maternal or fetal outcomes (see Data).

There are risks to the mother associated with untreated schizophrenia or
bipolar I disorder and with exposure to antipsychotics, including
RISPERDAL® during pregnancy (see Clinical Considerations,).

Oral administration of risperidone to pregnant mice caused cleft palate at
doses 3 to 4 times the maximum recommended human dose (MRHD) with maternal
toxicity observed at 4-times MRHD based on mg/m? body surface area.
Risperidone was not teratogenic in rats or rabbits at doses up to 6-times
the MRHD based on mg/m? body surface area.

Increased stillbirths and decreased birth weight occurred after oral
risperidone administration to pregnant rats at 1.5-times the MRHD based on
mg/m> body surface area. Learning was impaired in offspring of rats when
the dams were dosed at 0.6-times the MRHD and offspring mortality
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increased at doses 0.1 to 3 times the MRHD based on mg/m’® body surface
area.

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 defects and
miscarriage in clinically recognized pregnancies is 2-4% and 15-20%,
respectively.

Clinical Considerations

Disease-associated maternal and/or embryo/fetal risk

There is a risk to the mother from untreated schizophrenia or bipolar I
disorder, including increased risk of relapse, hospitalization, and

suicide. Schizophrenia and bipolar I disorder are associated with
increased adverse perinatal outcomes, including preterm birth. It is not
known if this is a direct result of the illness or other comorbid factors
Fetal/Neonatal Adverse Reactions

Extrapyramidal and/or withdrawal symptoms, including agitation,
hypertonia, hypotonia, tremor, somnolence, respiratory distress, and
feeding disorder have been reported in neonates who were exposed to
antipsychotic drugs, including RISPERDAL®, during the third trimester of
pregnancy. These symptoms have varied in severity. Monitor neonates for
extrapyramidal and/or withdrawal symptoms and manage symptoms
appropriately. Some neonates recovered within hours or days without
specific treatment; others required prolonged hospitalization.

Data

Human Data

Published data from observational studies, birth registries, and case
reports on the use of atypical antipsychotics during pregnancy do not
report a clear association with antipsychotics and major birth defects. A
prospective observational study including 6 women treated with risperidone
demonstrated placental passage of risperidone. A retrospective cohort
study from a Medicaid database of 9258 women exposed to antipsychotics
during pregnancy did not indicate an overall increased risk for major
birth defects. There was a small increase in the risk of major birth
defects (RR=1.26, 95% CI 1.02-1.56) and of cardiac malformations (RR=1.26,
95% CI 0.88-1.81) in a subgroup of 1566 women exposed to risperidone
during the first trimester of pregnancy; however, there is no mechanism of
action to explain the difference in malformation rates

Animal Data

Oral administration of risperidone to pregnant mice during organogenesis
caused cleft palate at 10 mg/kg/day which is 3 times the MRHD of 16 mg/day
based on mg/m?body surface area: maternal toxicity occurred at 4 times
the MRHD. Risperidone was not teratogenic when administered orally to rats
at 0.6 to 10 mg/kg/day and rabbits at 0.3 to 5 mg/kg/day, which are up to
6 times the MRHD of 16 mg/day risperidone based on mg/m? body surface
area. Learning was impaired in offspring of rats dosed orally throughout
pregnancy at 1 mg/kg/day which is 0.6 times the MRHD and neuronal cell
death increased in fetal brains of offspring of rats dosed during
pregnancy at 1 and 2 mg/kg/day which are 0.6 and 1.2 times the MRHD based
on mg/m? body surface area; postnatal development and growth of the
offspring were also delayed.

Rat offspring mortality increased during the first 4 days of lactation
when pregnant rats were dosed throughout gestation at 0.16 to 5 mg/kg/day
which are 0.1 to 3 times the MRHD of 16 mg/day based on mg/m’ body surface
area. It is not known whether these deaths were due to a direct effect on
the fetuses or pups or to effects on the dams; a no—effect dose could not
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be determined. The rate of stillbirths was increased at 2.5 mg/kg or 1.5
times the MRHD based on mg/m? body surface area

In a rat cross—fostering study the number of live offspring was decreased,
and the birth weight was decreased in
In addition, the number of deaths
increased by Day 1 among offspring of drug—treated pregnant rats

the number of stillbirths increased,
offspring of drug—treated pregnant rats

regardless of whether or not the offspring were cross—fostered

Risperidone also appeared to impair maternal behavior in that offspring
body weight gain and survival (from Day 1 to 4 of lactation) were reduced
in offspring born to control but reared by drug—treated dams. All of these
effects occurred at 5 mg/kg which is 3 times the MRHD based on mg/m? and
the only dose tested in the study.

KERASGE
(Risperidone
Orally
Disintegrating
Tablets
Manufactured
by:
Dr. Reddy’ s
Laboratories
Limited
200846 H )

8.1 Pregnancy

Pregnancy Category C. The teratogenic potential of risperidone was studied
(0. 63-10
mg/kg or 0.4 to 6 times the maximum recommended human dose [MRHD] on a
mg/m?> basis) and in one Segment II study in New Zealand rabbits (0.31-5
mg/kg or 0.4 to 6 times the MRHD on a mg/m? basis).
malformations was not increased compared to control in offspring of rats
or rabbits given 0.4 to 6 times the MRHD on a mg/m® basis. In three
reproductive studies (two Segment IIT and a multigenerational
study), there was an increase in pup deaths during the first 4 days of
lactation at doses of 0.16-5 mg/kg or 0.1 to 3 times the MRHD on a mg/m?
It is not known whether these deaths were due to a direct effect on

in three Segment II studies in Sprague-Dawley and Wistar rats

The incidence of

in rats

basis.
the fetuses or pups or to effects on the dams. There was no no—effect dose
for increased rat pup mortality. In one Segment III study,
increase in stillborn rat pups at a dose of 2.5 mg/kg or 1.5 times the
MRHD on a mg/m’ basis.
effects on the fetus or pups,
live pups and an increase in the number of dead pups at birth (Day 0), and
In
there was an increase in deaths by Day 1 among pups of drug—

there was an
In a cross—fostering study in Wistar rats, toxic
as evidenced by a decrease in the number of

a decrease in birth weight in pups of drug-treated dams were observed.
addition,
treated dams,
Risperidone also appeared to impair maternal behavior in that pup body

regardless of whether or not the pups were cross—fostered.

weight gain and survival (from Day 1 to 4 of lactation) were reduced in
pups born to control but reared by drug—treated dams.
all noted at the one dose of risperidone tested, i.e., 5 mg/kg or 3 times
the MRHD on a mg/m? basis. Placental transfer of risperidone occurs in rat
pups. There are no adequate and well-controlled studies in pregnant women.
However, there was one report of a case of agenesis of the corpus callosum
in an infant exposed to risperidone in utero. The causal relationship to
risperidone therapy is unknown. Reversible extrapyramidal symptoms in the
neonate were observed following postmarketing use of risperidone during
the last trimester of pregnancy. Risperidone should be used during
pregnancy only if the potential benefit justifies the potential risk to
the fetus.

These effects were

JE[ESPC
(Risperidone
0.5,1,2,3,4, 6mg

film—coated
tablets
Aurobindo
Pharma -
Milpharm Ltd.

(2021411 H 18
H)

4.6 Fertility, pregnancy and lactation

Pregnancy

There are no adequate data from the use of risperidone in pregnant women
Risperidone was not teratogenic in animal studies but other types of
reproductive toxicity were seen (see section 5.3). The potential risk for
humans is unknown.

Neonates exposed to antipsychotics (including risperidone) during the
third trimester of pregnhancy are at risk of adverse reactions including
extrapyramidal and/or withdrawal symptoms that may vary in severity and
duration following delivery. There have been reports of agitation,
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hypertonia, hypotonia, tremor, somnolence, respiratory distress, or
feeding disorder. Consequently, newborns should be monitored carefully
Risperidone should not be used during pregnancy unless clearly necessary
If discontinuation during pregnancy is necessary, it should not be done

abruptly.
E)
A=A NT VT
An Australian categorisation of risk of drug use in C (2024410 H) *
pregnancy

C : Drugs which, owing to their pharmacological effects, have caused or may be suspected of
causing, harmful effects on the human fetus or neonate without causing malformations
These effects may be reversible

%  Prescribing medicines in pregnancy database (2024,7°12,7°12 7 7 & &)
<https://www. tga. gov. au/products/medicines/find-information—about—-medicine/

prescribing—medicines—pregnancy—database >

INRZFICEHT HECEL
AARDEFEHILO 19.7 /N OEOFLHILLTOLIBY THY | KE DR LHF K VHE DSPC
LIFRRD,

I BENEREHIHEBICHTHEER
9.7 MR
(#t & KFED
9.7.1 13 A D/ N 25t G & U T BRI S L Tuh7any,
UMNREADGBRAARRY b5 LIEICH S ZRIEIE)
9.7.2 IKHAMEIR, BAER, LR, 5RO Z M5 & U BRARRER 5205 L T 7w,

HH LA

KETSA SCE 8.4 Pediatric Use

(RISPERDAL® Approved Pediatric Indications

(risperidone) Schizophrenia
tablets, for oral The efficacy and safety of RISPERDAL® in the treatment of
use schizophrenia were demonstrated in 417 adolescents, aged 13 to 17
RISPERDAL? years, in two short—-term (6 and 8 weeks, respectively) double-blind
(risperidone) oral controlled trials [see Indications and Usage (1.1), Adverse
solution Reactions (6.1), and Clinical Studies (14.1)]. Additional safety and
RISPERDAL® M-TAB® efficacy information was also assessed in one long—term (6-month)
(risperidone) orally |open—label extension study in 284 of these adolescent patients with
disintegrating schizophrenia
tablets Safety and effectiveness of RISPERDAL® in children less than 13
202243 1) years of age with schizophrenia have not been established.

Bipolar I Disorder

The efficacy and safety of RISPERDAL® in the short-term treatment of
acute manic or mixed episodes associated with Bipolar I Disorder in
169 children and adolescent patients, aged 10 to 17 years, were
demonstrated in one double-blind, placebo-controlled, 3-week trial
[see Indications and Usage (1.2), Adverse Reactions (6.1), and
Clinical Studies (14.2)].

Safety and effectiveness of RISPERDAL® in children less than 10
years of age with bipolar disorder have not been established.
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Autistic Disorder

The efficacy and safety of RISPERDAL® in the treatment of
irritability associated with autistic disorder were established in
two 8-week, double-blind, placebo—controlled trials in 156 children
and adolescent patients, aged 5 to 16 years [see Indications and
Usage (1.3), Adverse Reactions (6.1) and Clinical Studies (14.4)].
Additional safety information was also assessed in a long—term study
in patients with autistic disorder, or in short— and long—term
studies in more than 1200 pediatric patients with psychiatric
disorders other than autistic disorder, schizophrenia, or bipolar
mania who were of similar age and weight, and who received similar
dosages of RISPERDAL® as patients treated for irritability
associated with autistic disorder.

A third study was a 6-week, multicenter, randomized, double-blind,
placebo—controlled, fixed—dose study to evaluate the efficacy and
safety of a lower than recommended dose of risperidone in subjects b
to 17 years of age with autistic disorder and associated
irritability, and related behavioral symptoms. There were two
weight-based, fixed doses of risperidone (high—dose and low—dose).
The high dose was 1.25 mg per day for patients weighing 20 to < 45
kg, and it was 1.75 mg per day for patients weighing > 45 kg. The
low dose was 0.125 mg per day for patients for patientsweighing 20
to < 45 kg, and it was 0.175 mg per day for patients weighing > 45
kg. The study demonstrated the efficacy of high—dose risperidone,
but it did not demonstrate efficacy for lowdose risperidone

KERA SGE
(Risperidone Orally

Disintegrating

Tablets

Manufactured by:

Dr. Reddy’ s

Laboratories Limited

200846 H )

8.4 Pediatric Use

Safety and effectiveness of risperidone in children less than 13
years of age with schizophrenia have not been established

The efficacy and safety of risperidone in the short—-term treatment
of acute manic or mixed episodes associated with Bipolar I Disorder
in 169 children and adolescent patients, aged 10-17 vyears, were
demonstrated in one double-blind, placebo-controlled, 3-week trial
[see Indications and Usage (1.2), Adverse Reactions (6.2), and
Clinical Studies (14.2)]. Safety and effectiveness of risperidone in
children less than 10 years of age with bipolar disorder have not
been established. The efficacy and safety of risperidone in the
treatment of irritability associated with autistic disorder were
established in two 8-week, double-blind, placebo—controlled trials
in 156 children and adolescent patients, aged 5 to 16 years [see
Indications and Usage (1.3), Adverse Reactions (6.3) and Clinical
Studies (14.4)]. Additional safety information was also assessed in
a long—term study in patients with autistic disorder, or in short-—
and long—term studies in more than 1200 pediatric patients with
psychiatric disorders other than autistic disorder, schizophrenia,
or bipolar mania who were of similar age and weight, and who
received similar dosages of risperidone as patients treated for
irritability associated with autistic disorder.

The safety and effectiveness of risperidone in pediatric patients
less than 5 years of age with autistic disorder have not been
established. Due to Janssen Pharmaceuticals Corporation’ s marketing
exclusivity rights, this drug product is not labeled for use 1In
pediatric patients with schizophrenia, bipolar mania or Irritability
associated with autistic disorder. Information on clinical trials
and risperidone use for pediatric patients with schizophrenia, 13 to
17 years of age, bipolar mania, 10 to 17 years of age, and

irritability associated with autistic disorder, & to 16 years of
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age, 1s approved for Janssen Pharmaceuticals Corporation’ s
risperidone drug products

Tardive Dyskinesia

In clinical trials in 1885 children and adolescents treated with
risperidone, 2 (0.1%) patients were reported to have tardive
dyskinesia, which resolved on discontinuation of risperidone
treatment [see also Warnings and Precautions (5.4)].

Weight Gain

In a long—term, open—label extension study in adolescent patients
with schizophrenia, weight increase was reported as a treatment—
emergent adverse event in 14% of patients. In 103 adolescent
patients with schizophrenia, a mean increase of 9.0 kg was observed
after 8 months of risperidone treatment. The majority of that
increase was observed within the first 6 months. The average
percentiles at baseline and 8 months, respectively, were 56 and 72
for weight, 55 and 58 for height, and 51 and 71 for body mass index

In long—term, open—label trials (studies in patients with autistic
disorder or other psychiatric disorders), a mean increase of 7.5 kg
after 12 months of risperidone treatment was observed, which was
higher than the expected normal weight gain (approximately 3 to 3.5
kg per year adjusted for age, based on Centers for Disease Control
and Prevention normative data). The majority of that increase
occurred within the first 6 months of exposure to risperidone. The
average percentiles at baseline and 12 months, respectively, were 49
and 60 for weight, 48 and 53 for height, and 50 and 62 for body mass
index.

In one 3-week, placebo—controlled trial in children and adolescent
patients with acute manic or mixed episodes of bipolar I disorder,
increases in body weight were higher in the risperidone groups than
the placebo group, but not dose related (1.90 kg in the risperidone
0.5-2.5 mg group, 1.44 kg in the risperidone 3-6 mg group, and 0.65
kg in the placebo group). A similar trend was observed in the mean
change from baseline in body mass index. When treating pediatric
patients with risperidone for any indication, weight gain should be
assessed against that expected with normal growth. [See also Adverse
Reactions (6.7)] Somnolence

Somnolence was frequently observed in placebo—controlled clinical
trials of pediatric patients with autistic disorder. Most cases were
mild or moderate in severity. These events were most often of early
onset with peak incidence occurring during the first two weeks of
treatment, and transient with a median duration of 16 days

Somnolence was the most commonly observed adverse event in the
clinical trial of bipolar disorder in children and adolescents, as
well as in the schizophrenia trials in adolescents. As was seen in
the autistic disorder trials, these events were most often of early
onset and transient in duration. [See also Adverse Reactions (6.1,
6.2, 6.3)]. Patients experiencing persistent somnolence may benefit
from a change in dosing regiment. [see Dosage and Administration
2.1, 2.2, 2.3)]

Hyperprolactinemia, Growth, and Sexual Maturation

Risperidone has been shown to elevate prolactin levels in children
and adolescents as well as in adults [see Warnings and Precautions
(5.6)]. In double-blind, placebo—controlled studies of up to 8 weeks
duration in children and adolescents (aged 5 to 17 years) with
autistic disorder or psychiatric disorders other than autistic
disorder, schizophrenia, or bipolar mania, 49% of patients who
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received risperidone had elevated prolactin levels compared to 2% of
patients who received placebo. Similarly, in placebo—controlled
trials in children and adolescents (aged 10 to 17 years) with
bipolar disorder, or adolescents (aged 13 to 17 vyears) with
schizophrenia, 82-87% of patients who received risperidone had
elevated levels of prolactin compared to 3-7% of patients on
placebo. Increases were dose—dependent and generally greater in
females than in males across indications. In clinical trials in 1885
children and adolescents, galactorrhea was reported in 0.8% of
risperidone—treated patients and gynecomastia was reported in 2.3%
of risperidone—treated patients.

The long—term effects of risperidone on growth and sexual maturation
have not been fully evaluated.

HL[E|SPC
(Risperidone 0.5,
1. 2. 3. 4. 6mg
film—coated tablets
Aurobindo Pharma —
Milpharm Ltd.
(20214E11H 18H)

4.4 Special warnings and precautions for use
Paediatric population

Before risperidone is prescribed to a child or adolescent with
conduct disorder they should be fully assessed for physical and
social causes of the aggressive behaviour such as pain or
inappropriate environmental demands

The sedative effect of risperidone should be closely monitored in
this population because of possible consequences on learning
ability. A change in the time of administration of risperidone could
improve the impact of the sedation on attention faculties of
children and adolescents.

Risperidone was associated with mean increases in body weight and
body mass index (BMI). Baseline weight measurement prior to
treatment and regular weight monitoring are recommended. Changes in
height in the long—term open—label extension studies were within
expected age—appropriate norms. The effect of long—term risperidone
treatment on sexual maturation and height has not been adequately
studied.

Because of the potential effects of prolonged hyperprolactinaemia on
growth and sexual maturation in children and adolescents, regular
clinical evaluation of endocrinological status should be considered,
including measurements of height, weight, sexual maturation,
monitoring of menstrual functioning, and other potential prolactin-—
related effects

Results from a small post—marketing observational study showed that
risperidone—exposed subjects between the ages of 8-16 years were on
average approximately 3.0 to 4.8 cm taller than those who received
other atypical anti—psychotic medications. This study was not
adequate to determine whether exposure to risperidone had any impact
on final adult height, or whether the result was due to a direct
effect of risperidone on bone growth, or the effect of the
underlying disease itself on bone growth, or the result of better
control of the underlying disease with resulting increase in linear
growth.

During treatment with risperidone regular examination for
extrapyramidal symptoms and other movement disorders should also be
conducted.

For specific posology recommendations in children and adolescents
see Section 4.2

4.5 Interaction with other medicinal products and other forms of
interaction

Paediatric population

Interaction studies have only been performed in adults. The
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relevance of the results from these studies in paediatric patients
is unknown.

The combined use of psychostimulants (e.g., methylphenidate) with
Risperidone in children and adolescents did not alter the
pharmacokinetics and efficacy of Risperidone

4.8 Undesirable effects

Paediatric population

In general, type of adverse reactions in children is expected to be

similar to those observed in adults.

The following ADRs were reported with a frequency >5% in paediatric
patients (5 to 17 years) and with at least twice the frequency seen
in clinical trials in adults: somnolence/sedation, fatigue,

headache, increased appetite, vomiting, upper respiratory tract
infection, nasal congestion, abdominal pain, dizziness, cough,
pyrexia, tremor, diarrhoea, and enuresis

The effect of long—term risperidone treatment on sexual maturation
and height has not been adequately studied (see 4.4, subsection
Paediatric population” ).

5.2 Pharmacokinetic properties

Paediatric population

The pharmacokinetics of risperidone, 9-hydroxy-risperidone and the
active antipsychotic fraction in children are similar to those in
adults.
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