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LENAE U ERG LT D ATAHALNAEEREOKTICH L TrrI 7T I Ui03A
STTIVED BHLMNICEVEREZ TN, LEALEACLS Ty boOIRK FTER
FOMKIR FRRICH T DHEPUERIZA T 7T I LD 55 29,

OER Y a v 7 g2 RIS L7565
YA LB RS T D EEBRY 3 v 7O 50% R ERE NI 1/2 12
KT 20, 7rI77 I TEFEY CHUSSIEH 2R 3720 1~16mg/kg £ TOfH
THREGEDOENNI > T 50% RS ERZ LA S, i/ E s O R iEH]
WZHEPL LTz, F72. 50%FEAERIERMEEILD 1.5 5O\ CEBREZ M X 725HE D 50%K
RIEMHBEOWK TIE, 70377 IUEFA4 177 I L THEW L L E U fE
HzExRLE (F1) 2,
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VI.

\

EEEICEHTHIER

®1. YAV A TSI VOEERVLEILEVUBIORIZEITS
BRY 3 vy ESIEER

i /ER (EDso. mg/kg)
SR B/A
LE/LE L AVERE (A) EHRE (B)
VA=A N 9.0(5.8~14.0)* 35.0(23.3~52.3) 3.9
AITT7IV 31.5(23.6~42.1)* 53.0(37.9~74.0) 1.7

% p<0.05 (vs IEHHE)

@7 v FOlRE T HEA2 I L2 5E5R
Wistar RHEZ >~ hO L/ EURIE FHED 50%M6lE L2 R~ &IZ7rI 77 I TH
50mg/kg, 1 X772 T10mgkg THV, 7aI 7T I OMNIAITT7 I
EERTHLMNIEIN -T2 2,

@~ U ADRIR A FEAEIC L 7= FEBR
LB UG 18 IFMIR I M A L T #G- L, D 4 K% OERIERER RS, 7
27T IO LAY RIRRICET D HEGUERIZA I 7T I A TRETH -
7= (ICR Rt~ 2) 2,

(2) BT 2—1LT I AEHOHHE
YU ADRENIZ ) VT R U a2 LIERICA LN ARE EAFIEZ, A 1773
VERKBEZ B I ST I Lo TH LN INAN, /AT R U 5T
H B R ADBHIEDOH RN FITA I 77 I LD EI 2,

O~ 7 2 DEIRZEAL 2 FREEIC L7 EBR
ER%KVWXMEWK7Dif?iywmygﬁﬁlﬁﬁﬁ’\/wTFVfUV
20 g ZHE LIz8a . 15 0 ORIR EF I 622 S v, % 30 32 ICA B
R TR RS- %Lto4 TIIvbruIST I ERBECERERLE
2)

@ = DBRIEIAE & FEHEC L 72 FEBR
J VT R UF Y AT & 2 BREAE 0O -1 Al A ) O IR # G-l Tk L7z
. 717532025, 0.5mglkg TO /LT RUF U o OBRBEIGHEEH X 2 f580
RICHER X 7228, 1mgkg £ CHE L THERIT®RS 26 2ho72 (16165 . 12
TIIVOMRIFTIa I T T I LIRFTEELL TV, 1mglkg TIXEE 2R
oLz (9.4 1%) 2,

(3] A xHnHIfE A
a7 IEHLBREOTIMEERZRTN, A I 77 I IR THRNLO
TR, Zarra<wo i 8L lilgd 5 LR D g 34,
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VI. EHFEEICEHISHIEE

OER Sy IEER-4
77T I UoEEENREET S L. K 40mg/kg THREIEE Z 50%0H] L7223, KT
5 Cix 125mg/kg UL ECHEMITRRECTH -7 (ICR R~ &) 3),

QB H V7 —1EM
717703 50mglkg LA ED R TR TR/ X LT —ER LTI, LRV
RN aNTaw PNl R F VT =T RE B2 o0 (v R) 8,

QR TR 1E H]
77T I IR TFTERE TV EY b— MR AR R U7, FREERERE] 2 2 51 AE
ET258I3/4I773I 19mglkg, 72377 I 64mgkg Th-o7- (ICR R~
) 9,

@OHURAE ]
MO T 15 30 731412 ICR R~ 7 A D KRB E I EHEE KR Z N2 CTA L 558
EMERRICF L, A 27T I dmglkg L, 71 7T 2 0% 32mg/kg LLE T
HERZ R LTz, 72, 71773 50mglkg D F#E 30 5H%ICA MY F=—x
2.5mglkg %~ 7 ADMIENICE S LTy, SR ERIZR D /o T 39,

(3) 1EF B - FrinbrR
VERFEBURER © 1~2 E MR 59
TERFFRERER] - B4R L
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VI. E¥MENREICREI HIEHE

1. MREDHER
(1) AREFEDGoLDRE
MRS &N RO FABINE I THENL ST TUZR L 5.9.10)
() BRFRBRCHESN-LPRE
1) 9 OREE
a7 T U 2 ) 125me/ B D% G- L7=856 . REBMG% 1~2lH CF
WhelzE L \7H:73i/\ﬁiﬁﬁ%TX%?W7ﬂl7?i/®m&$%§
FHZEH 139, 266ng/mL TH %,
BB, RHEEOLA, BROZLLEICHSR, TAAFALI eI T T I ITRB# SN DHEN
vy (5 DIREHE) 9,
2) fEERERR A OMEN)
O A= I ’5@21’5 1mg/kg ZHEFEAR A 1 BRE D& S L725E 1.5 Kifl~4 K
Chem MR E L 2 OBERITBRT 5. AW 7RISR 21 RF# (B -phase)
Thd W NEADT—%) .
OEEERR A 9 427 v 27T I iR 50mg A FR NG LizEe . #51% 3~5 K
T%rﬂMWﬁ&rﬂﬁ5wﬁﬂmgmLC¥ﬁ27&gmm)u&J/-%@ﬁ\iﬁﬁﬂwﬁ
~35.1 IFfH] () 20.4 K5fE]) Tl biHk Lic QIESE : TAZu~x N7 T 7 4
—7%2&7FW]WO

Cmax Tmax AUC T1/2
(ng/mL) (hr) (ng/mL * hr) (hr)
raxrIIv 27.6+9.3 5 489+127 20.4+6.1
7 A L
4 - )(o:f/‘ 5.0+1.4 8 234+99 36.5+13.2
rmaI 7T IV

E. BERAIRICTYOSTS S UIERAIE 0ng % 1 BROKEF(1E
FINRS LI-BEDY 0 I35 VIERIEOMBETREHEE WEAN)
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VI. EMENREICREI HIEHE

3) hEE

AR EE & OARBEIPEIIHENT S ATV R0 9,
4) BE-GtREOEE

VI 7. BE{ER) OHESHR

2. EMEERN/ATA—E

(1) RiAE

MR L
(2) BUGEETEH

0.60+0.54 hr1 [fFERL A GMEA) 50mg #% 15, n=9] 12
) HEREETEH

0.036+0.008 hr1 [fEFERLAGMEA) 50mg #% ¢ 5. n=9] 12
4 PU7I2R

0.65+0.15 L/kg/hr [fEEERRAGFEAN) 50mg SR FFIRINEE 5. n=9] 12
(5) PTER

16.6+4.9 L/ikg [fERes A (OHEA) 50mg siffif#kAN# 5. n=9] 12
(6) Dtk

MR L

3. BEHAGREaL—av) @i
(1) fRRAE

PH LR L
) NFA—SEBHER
PH LR L
4. IR

7 a7 T I UTHEEE N D BRI S LD 19,

<BE:.SvF>

UC-7 v I 77 I U Smglkg #% 0% 5% O M PRI 2 KA ISR E & 72 5 D3 mD
TIEL . MOR&IIE T Lz, £7-. bmgkg DR A5 72 Bl £ TICHR G 8D 17%0
PRI, 83% N FEFICHR STz,

5. o

(1) I i7-fisi BY P&l 1
BB A iS5 UMELAT—4) 19,

16



VI. E¥MENREICREI HIEHE

2

€))

C))

C))

I 7% - 1% B8 P @8 1
M- e B 2 @i+ %,
7 X7 I ERAT OB G AEENTRAICERREE, 77 —8, S OB
JEREAECTETHHENDH D,
it~DBITHE
AT Do
LR I D & RS EIRECH D,
R~ BT
BERICRATT 5, 7 a7 7 0 L 20Ol x4 2 M RER PR E o bt
L, ERERA LN GMEAT—4) 15,
T D DB~ DBITE
U ERR L
<BE . IXIR. TV EBLUIHE>
“ﬁh IFFIRN B SO OB GRS BT E A CTHEERTH D, £ & U CMilk, N, B,

IEE B L O CISESCOITBAT L, R ORE & & HITESeHITHD LT,
<’§% AV
7 v MZUC-7 v X 77 I R bmg/kg Z#E OG- UggsH O SEZ lE L, RE
EARD BT U7 AE R, MR ES IR < . I, B R OMSEIZB N TDH 8~10y /g
DREE R LT, @l 5% 2 AL, 8 E TOREDK T iXbd H
Th b,

IV M-/ 03T5 I VEREZROKSROMBREE (n=3)

Be G ReE (RE=y /g)

g4
1 BREfH] 2 ¢ 4 WF 8 FF 24 W
O il 0.19 0.31 0.29 0.28 0.08
i R 0.94 1.64 1.25 1.26 0.16
o 4.91 7.83 3.74 3.87 1.98
B 1.26 1.64 1.17 1.48 0.71
[ 0.49 0.50 0.49 0.40 0.11
B 9.47 5.89 1.70 0.74 0.14
M 7.45 8.58 3.89 3.94 1.45
E- I 0.07 0.14 0.11 0.16 0.05
i 0.13 0.12 0.09 0.17 0.02
i 0.09 0.18 0.16 0.15 0.01
i & 0.19 0.21 0.18 0.20 0.11
W7 i 0.25 0.46 0.28 0.23 0.05

17



VI. EMENREICREI HIEHE

" B (RE=y /g)
figess 4
1 BERE 2 FREfH 4 W5 8 W5 24 R
PIPANE] 0.16 0.40 0.29 0.29 0.06
FOR R 0.65 0.64 0.67 0.65 0.38
a5 B 0.24 0.83 0.46 0.65 0.32
g 0.38 0.73 0.43 0.50 0.16

(6) MPEAFHEEE
% 96% (HHE, AAEADE FLFE)

6.
(1) KEBELRUCKHER
7 a7 U Imglkg RIS 1 EIRR O #5 U2546 1.5 Rl ~4 FFfE T
EIL RIS L, 2 ORBERICEET 5, AR 21 B (B -phase) ThH
% BEAT—%) 11,
7 v 7T I U IR CAKERL & A F ke, S HITKBLEmIT s v
a0 U A BT D 16,

2-0HGIP-glu

?
cPeH

\
(?":)s
/N\
CH,; CH,
2_0HCIP DiDGIP-glu

t t
o0, = 00, ~ a0, ~0 )0,

) )
(<:3“z)z (?‘h)a ((::th (?Hzl:
ANoo R A AN

CH,y CH, CH; CH, H CH, H H

N-oxide CIP DCIP DiDGIP

v !
heeRgeomel

(‘:3“3): (‘::th
N PaN
CHy CHy H CH,
8-0HCIP 8-0HDGIP
8-0HCIP-glu 8-0HDGIP-glu

K. 403753 UiEFIE 100mg ZEERXROKRE LEBEDERNEL

18



VI. E¥MENREICREI HIEHE

CIP : Clomipramine, DCIP : desmethylclomipramine,

DiDCIP : didesmethylclomipramine, N-oxide : clomipramine N-oxide
8-OHCIP : 8-hydroxyclomipramine, 2-OHCIP : 2-hydroxyclomipramine
8-OHDCIP : 8-hydroxydesmethylclomipramine, glu : glucuronide

<BE.oHxX>

7 nu 7T I U 25~50mg/kg AR OG- L7ctk, 7T B ORFIZIZZ V7 v i
B E L THREREDR 5%t S 7z, IRIPICHE S 2 & LTIt A F U,
TEE DKL), N-oxide, MIBHOBBESNT=b DR ERA LI, 7 =/ — RSO K
B X WEAET & U CHEE S T 17,

2) REICEAETHIER(CYPH) DL FRFTEE
REHT IR CEE SR CYP2D6 3B 5- LT\ 5, £7=. CYP1A2, CYP3A4, CYP2C19
HEGELTWEEEZ LN TS,

Q) PEEASNROERRVUZTDEIE
7177 IS CHIERRE R & T K 50% BTEEREM CH LT AA T L 1
ITTIVIIHEND GMEAT—%) 12,

@) KEPOFEOFERRVEML, FELE
7aITT7IVDEREWT AATF NI 0T T I in vivo [IZBWTHL) OfEMEE S
THZENRINTVD,
TAAFNIaITZID 70T Rt VB IARBREERIIREEL DR, &
12 h= O IARREERIZA IS 7I 0 OR@WT 77 I L0 18,

7. HEit
(1) Bt BB AL Ko UHF R
F L LTRPEROEPICHEI NS 19,
(2) Bttt 3=
7D373i7ﬁ@ﬁlmwg%@%ﬁkﬂlﬁﬁﬂ%ﬁbk%ﬁ\W3ﬁ@é¢fﬁ¢
CEK U3 IREMERICHRE SN D,
%ﬁmW&Uﬁiﬁﬁ%® PRI G EO 1%L FTh D NEADT—4) |
<BEZ: NBEAT—E>
@@% FEE 4 4B L OEE 2412 75~80mg % 1 [mlIfE 0 #5 Li-546., &5 12 Rk
TIZE R OK) 1.4~7.8% D3R I PR S vz,
@7%7§:~wzwg%@%&AK%D&%LK%J4H%?9%M%m%%kbf)
PREKZOFERIZ I S D 18),
TFT7 T =— DOt MIBITHHEMEIREIT T v b, A X LI TELS, £12, £E
B RO N -7 A A FOARITRBIRREDO T E 1 2%, 0.5% MR [EIL X415 DFHT
H o7z 13),
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VI. EMENREICREI HIEHE

<BE.IJvbr>
uC-7 m I 7T I U bmelkg ARG Lica, &E5% 72 BREIUNICER G &ED
17%D3RHIZ, 83% N FEHFIC P S 7z,

xR IYMIBTFE-/0IT5 VIERIEROKSROEERE (n=10)

PeE R B 5-B i 5 H 4R (%)
e 514 RF ] - 5 \ \

PR =R FEP PR R AP =R
0~ 4 WfH] 1.32+0.30 — —
0~ 8 M 4.39+0.75 — —
0~24 B[H] 15.31+0.81 73.82+3.20 89.13
0~48 I 16.86+0.98 82.52+2.71 99.38
0~72 HFH 17.14+1.00 83.25+2.70 100.39

(3) HEitth R
MBI L

(TVIL 7. (2) BEitt R | DIHZM])

8. FSURR—E—IZET HIEHR
MR L

9. BNFICKIKBRESE
LR L

10. REDERERIHESE
VI 6. FFENERZERT 2BAEICHT IR SR

11. £k
RLERL L
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VI. 22 (EARALDOEESF) ICEATSHIEAE

EERNARLTOER
BRE SN TR

EBRABRLEDEH

2. BR(ROBEICIIERE LGNNI &)

2.1 PAZERMARENEDBRE Hia ) UERICZ VIRENS ES L, ERaE X5 2 &R
Ho, ]

2.2 RHN Oy XL =BRET O SANT K LIBBUE OB ERE D & 2 B

2.3 LEEDRIEMHOBE DEREZELIELIBETNNH D, ]

2.4 JRBA (RINIIREERSE) Ob L EBE o) AERIC K VIERBERT L2 E08H 5, ]

2.5 MAO FHEH (BLx Y AERIE, F9FY AT VERE, 7 0 I R A VIR
BRGSO IR 2 BEUNOEE [10.1 2]

2.6 QT IERIEFERE O & 5 BHE [LDEMEAEREEZ TBEAn 5, ] [11.1.9 B #]

(fiAt)
21KﬁiﬁﬂUV¢%%ﬁLT%@\%%@@ﬁﬁ@@%ﬁ I LIZGAE, BiEE LD
BB 720 0 IREN B L, SEREZEIEDL L0 H 5,

ZSQﬁLHOOﬂH\ﬁmmﬁuﬁiﬁ%g%%%bfb%@%@ﬁﬁﬁﬁ IR LE X
NTWD, ZD XD R EBE TILLEMEID U 7<77b>tm?“2:%z bhd,

2.4 —RICHL D SFNE, = U AR KV PERIES, IRPAZF ORWEM Z27R"4. £72. BEE
EHPUALIRIBIZEZ S AL TND -7 KLU /x%“rﬁi%ﬂ(igﬁﬁ‘é LTk, PR
OIEMEFmDODHEBZEZ BN TND,

2.5 RANKEET I DT FT T ARN~OHEY AL ZAEF L, RO EZIERT D,
MAO FHEAI OG- 25 F I BF AR T ET 2561003, 27 ed 2 BEOMREL
BE, FAFDG MAO FREFEANCEID B2 5 & &12iE, 2~3 HREOMBEE B Z &N
FE LU,

2.6 ZRAVO SANCL D QT IEEAHE SN TEY ., QT ERDOH % BH TIHERE(LIC
L0 LEVEARENR (Torsades de pointes) # X 7T BZNnH D,

HRER I RICEET HEEEETDEA
(V. 2 SEERIESHRICEES 228 #2MT 5 L.

RERUVRAEBICREYT HERELEOHEH
RIE STV
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VI. 22 (EARALOEESF ICEATSHEE

5. BEEGEXRNIELEZOERH

8. EELEXMIEE

(ZhEEStR)

8.1 IR&E., HES - £ - )AHEEBRENEORTRNEZ 22 ENHHDOT, KA H
DBFITIE, HEVHEOEREGRZ M) IR OB ERE S ERVWE S EET 2 L,

8.2 HERZET HREFIIMERE N H Y, AREROBENRHLDT, ZDOXH7%
B TR GG R D NG EE2 AT T HBII3EE ORE L OB O L LA R
W<EET52 L, [5., 8385, 9.1.5, 9.1.8, 15.1.3 &/]

8.3 Rz, fEMp, BUEE, N=v 7 RME. RIR. SYE, BoE, BB, EEIE. 7 v
U7 FREEER AL, BE, BRERL Db Z ERHESN TS, £, KR
FRITHI LTIV S OIEIR - T8I AR LZEFNIZ ISV T, HAERE 0B X
THASE, AREX, thETAPRESL WD, BEORELVIREOELEZ FE
HBET D L & bIc, 2D OIEROBENIZE SN LA, RIEEZHET T,
mAIZEEL, T 27 CEURLELZITH) Z L, [6.. 8.2, 84, 8.5, 9.1.5-9.1.8,
15.1.3 ]

8.4 HAHMTOWMERMAZE <72, ARMEMNFED b2 BE UG T 555 121E,
1 oy oMT; A A/ NRICE 8% 2 &, [5., 82, 8.3, 85, 9.1.5, 9.1.8, 15.1.3%
]

8.5 FIRFICHKDESCHBAX, BE, KRN, SRS OITE) DO K OSERER &
BALRH 50N D Y A7 EZOWTHaHHEITV, ER & BEIOEEEZIR G5 KO
fRg+52 L, [5., 8.2-84, 9.1.5-9.1.8, 15.1.3 2]

8.6 HHEOAWMALBA RN LESORIEICE Y, WK, SR, BRI, SiEE, FH
Rz, MEIRFEE., S OBDERS S bbb Z Enb b, FHETIET55AIC
X, RAICEET 572 CEEIZITO 2 &,

8.7 MERERIERAE, LM BRI SO MIRREEN D Hbid Z ERd 50T, BB MER
BEFENT D2 EBEE+,TATH 2 &, [11.1.6 B

8.8 QT %K. L==#HH1 (Torsade de pointes & de) . LEMENH HLONDHZ ENH D
DT, EMODEXREZIT O R EBEE 0T o 2 L, [11.1.9 2]

8.9 HWAHITEMBNINTF - BHEEMAE LTI ZENHEE LU,
(FILaALTIo—IZH S BRI A FE)

8. 10 B G EOAB LW AW LELEORIEIC LY | KBS (BB RIEO 2721
) NHOLONDZENHD, HEETIETH2HAITIE. BRa ICEET 572 SEEICIT
5Tk,
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VI. 22 (EARALDOEESF) ICEATSHIEAE

(a5t

8.2 5 DI DO I K ORI AN 2N E S TEY | FRICERE 5 DHEHF~
DOEGIINITBZ OREIZ L > TABEORLEE L BB L, 5 SRS HEICEET S
FCHREEIBET L &,

8. 6 ARAIHWITE TIiX 20~55%IZH VT, BHDORPEA T U LT Dkkx itk a 24
%o BEBUERIZHEER 2~3 ARICEE 2V . BRI, 2D WITREZEORKEZ 1 BITHR0
ST ThEE2 2 ARMRIEREZ R LI L OWENRH D,

8.10 HARMEIR DT/ a LT o —DBW - IR A R 7 A 2B\ T, FEl 5%
&7~ REM HEIREEER (6 Hia & LT, Az A2l 5 & KBERRIC
LU, FERPEHEITHES RS DD Z LICHE LY, | LRERDH 5,

6. BREDERZAIHEFICHTIIE
(1) EHE-BEEFOHLBE

9.1 &HHE - MERZEDHDHEE

9.1.1 FKIBEAKNEDESE
iV AERIC L VEREN ER L, JERZE(LESEHZ L B3H 5,

9.1.2 HIRRHEXIFBRNETEZFDHDHEE
Lo AERIC K VIERNREAT D L 3B D,

9.1.3 DAL - LEHEE - PulME - FEAR (FIEMEERA - FREEEETE) F00EE
DHHEEXIERRFEEETEEDOEE (L. DHEEOREMNHDEE TR L)
TEERARICHEEB L KIET N D D,

9.1.4 TANAFDEEMHEBEXIINLDBREEDHLEE
EREEZTZ 0D, k. KEICBT D EKRBROMER, AFOHELE TN
AFEAEHBUTIA & 2272 AHBIBR AR HIL TV B,

9.1.5 B3> DRESE
s, AR LLNDZENH D, [6.. 8.2-8.5. 9.1.8, 15.1.3 ]

9.1.6 NDOBEEZTXIMERRENRADH HEH
AR Z S5 2 L3 5, [8.3, 8.5 & M]

9.1.7 BB VHEREELEIT HESE
FEAER Z B ST 5 2 L0355, [8.3, 8.5 %]

9.1.8 BEREXIIEREHDOBENHLEE. BRIENDHLESE
HESE, BB A DLND ZENH 5, [5., 8.2-8.5, 9.1.5, 15.1.3 ]

9.1.9 RIBHERES WBEMKEEXII/ N SHU T UA—<. HRFHEKES) OhbE
&

B ERIEZBIEEZ T2 E08H 5,
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VI. 22 (EARALOEESF ICEATSHEE

9.1.10 EMEDH S EE
BECMEETNEZ D Z LD D,
9.1. 1M BEH YV LMEDHLEE
& U o LiREBIT QT IER DOfERINF & E X bivD,
9.1.12 SELEMDOEMOHLEE
fra U AERIC K VEERDE LT 2 2 3D 5,

(fiFa5)

9. 1.1 ARFII =2 U AMEHR & D720, BRREARRNED BEF K E L7258, IRER
ER LU, EREZELIED2MERNERIEO Y 27 2 REIIEETE RN, HE
&5+ L,

9.1.2 VL. 2. EZAB L TDEH] DHESMH

9. 1. 3 ~fRICZESRIL D SFNE, FHETIII =Y ER. /v KU U U HEY AR
FAEMERIC L 2 &5 2 O a DREEEM, DIHE I MEOREER 2R L, KERY
TiRL7 ey 7 QT ERFE ORISR OMBIVER 2 ~4, OB ET R IREERE T
JED 3 % B TIIER IR~ O EL BB UHEEICRGT 5,

9. 1. 4 —fRIC=BRRP1 D DANTERBMEELZ FiF 2 nwbh s, (V8. (EXAE
ER EMBIEIR ] 11.1. 3 DIEEMR)

9. 1. 55 SR BE I LHICHRZ BT D2 UNERH D, Lo AN L D 5 DiRRER kR
BICHERIREBIC 2 D 2 3D, ETo. 9 DR O HERI I & QA N 1 A e X3 %
WEINTWD Z e bEEICEET 5,

9. 1.6 =BRAPL D SHITLIR, HAZE, SHILEORIWERZEZ T2 L0830 . HAKHIE
BEICRGT 256120, WITERE(LOAEMELZ ZE L O OERICH - D LERH 5,

9.1. 9 B EAINE X (TN T T > 7 ) F—~ AR MAEIL, 72— 7 I (BLF CA)
AL, WK - WS 50, 20X D REBFITAEAMREARIC T CA HELY AR ZH
EFTHAFEREGT DL CA ERA2AEL, CA OAEFIEMNERT 5720, mifERE
(B, FEIT. DEBITHES) DERINL2BEARH D,

9.1.10 BT 9 AN L A RSEHARMEIZ EICT R U otk o 1 ZAARILEER 23S LT
WL EENTEY  DFEN, S5O FL L FEMMRMENFE B2 5T\,
I OIERITE GHA R L 0 HBL L, &5 PICBREL T 2 ERnZ N, D&
MOIEE LEEICER T 5,

9. 1. MIKH U ¥ AREEE QT IER OERRIK 1 & S TH Y, KA U v AMAEDBE TIE,
VU U MEMERICEEICER G T D,

9. 1 12 fERMIHI= U UAMAERICES S O T, IHEEHORMDIC LV AL D720, GEOE
PR & B G AIXEEICEGT 5,
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VI. 22 (EARALDOEESF) ICEATSHIEAE

2)

A3)

“4)

C))

BHEEERE

9.2 BHREEEEE
9.2.1 EELEBEEZENDHDEE

PRl EEIC LV EWER 2 & 5 b7,

(fiEsn)

AFNIFICE N OHRE SN A 720, BHEEEERE CIIAFOSHICLVEWEARH b
TN Enn, EEICEEGT D,

FREEERE

9.3 FFHREIEEEE
9.3.1 EELGIEZENHDEE
REPEEICLVEWER R H 6 b3,

(fi#0)

—IICEE R IR E LT ABEREME T LT, NS0 7 VT 7 AR
TLHOEWERNH N T NI Enb | HEICKRET 2,

HEEREER Y HE

FRE I LTV e

23

9.5 1Eh@
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1.

2.

FLHENETORTRNR
HR7E4 [E] 44 24
Anafranil ™ TAU A Mallinckrodt Pharmaceuticals

(2024 - 3 HEFA)

BHE T HER R 1R

(1) IEIBISE S % oM ER
RANCBT D FFEOE RA AT HBEICHT H1EE 19.5 4E4R), 9.6 IR OHORIMRIT
LFOi Y Th Y, FDA CREFRMIE) LI13fis,

9.5 11iF

B0 SUTHTHR L T D ATREVED & 2 ZMEICII R G- L 2 E R E Ly, FiENICH
IR, WEIR, 7 —, BN, (RIE, SiE, R, N, IR OB
JEREZRLZ LI ORERH D, £, M TEBINTZL b AT T 4 TfEF
AT, RPN AR 2 G SN BEREICB O T, BIETOLMmEREE (L=
XIT BT RKIESE) O Y A 7 IIARFDE L ST WEBE BRI E o T2
EDOWENDH D, BER (THX) ITBWTEIRNES L84, TRITELE RO
MARRDHNTND, Fio, MOZLRRHL D SA (1 I7F7I0) OBWFER (v
X) CHFERANHRE SN TN,

9.6 RELI%

AANF G LN EREE LV, b ML ~BITT D,

i RLAN A

KEOTFrE | Pregnancy Category C

(2019 4 5 1) No teratogenic effects were observed in studies performed in rats and
mice at doses up to 100 mg/kg, which is 24 times the maximum
recommended human daily dose (MRHD) on a mg/kg basis and 4
times (rats) and 2 times (mice) the MRHD on a mg/m2 basis.
Slight nonspecific embryo/fetotoxic effects were seen in the offspring
of treated rats given 50 and 100 mg/kg and of treated mice given 100
mg/kg.

There are no adequate or well-controlled studies in pregnant women.
Withdrawal symptoms, including jitteriness, tremor, and seizures,
have been reported in neonates whose mothers had taken Anafranil
until delivery. Anafranil should be used during pregnancy only if the
potential benefit justifies the potential risk to the fetus.

Nursing Mothers
Anafranil has been found in human milk. Because of the potential for

adverse reactions, a decision should be made whether to discontinue
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nursing or to discontinue the drug, taking into account the importance
of the drug to the mother.

ap|

FDA : Pregnancy Category C (201945 A)

2% SO

FDA : Pregnancy Category

C : Animal reproduction studies have shown an adverse effect on the fetus and there
are no adequate and well-controlled studies in humans, but potential benefits
may warrant use of the drug in pregnant women despite potential risks.

(2)/NRFICET HiBsMER
KT B T HREDEREATLEEICETLER 19.7 NREF) OHORLHILLTO@EY T
oY, FDA CKERMIGE) L1382 5,

9.7 INRF

ALl IR ETHZ EMEE LU,

i R ary
KEOWfsrE | Pediatric Use
(2019 45 5 A) Safety and effectiveness in the pediatric population other than

pediatric patients with OCD have not been established (see BOX
WARNING and WARNINGS, Clinical Worsening and Suicide Risk).
Anyone considering the use of Anafranil in a child or adolescent must
balance the potential risks with the clinical need.

In a controlled clinical trial in children and adolescents (10 to 17 years
of age),46 outpatients received Anafranil for up to 8 weeks. In
addition, 150 adolescent patients have received Anafranil in open-
label protocols for periods of several months to several years. Of the
196 adolescents studied, 50 were 13 years of age or less and 146 were
14 to 17 years of age. The adverse reaction profile in this age group
(see ADVERSE REACTIONS) is similar to that observed in adults.

The risks, if any, that may be associated with Anafranil’s extended
use in children and adolescents with OCD have not been
systematically assessed. The evidence supporting the conclusion that
Anafranil is safe for use in children and adolescents is derived from
relatively short term clinical studies and from extrapolation of
experience gained with adult patients. In particular, there are no
studies that directly evaluate the effects of long term Anafranil use
on the growth, development, and maturation of children and
adolescents. Although there is no evidence to suggest that Anafranil

adversely affects growth, development or maturation, the absence of
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such findings is not adequate to rule out a potential for such effects in
chronic use.

The safety and effectiveness in pediatric patients below the age of 10
have not been established. Therefore, specific recommendations
cannot be made for the use of Anafranil in pediatric patients under
the age of 10.
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