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TITUAPA—R S =Tk (B Y T 44 O—EDT = ) FT VAWM OWIIED
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FEROBEROFER., 7aLrra~wT U RERLINDICE ST, ROFKIEEM T 4560R.P. &
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PR N =7 FRIRFIVE CAEG T WERRE (SIADH) . IRFETE ., SLE BRAEIR, T
REFETE . B, ARAUTRUARIE, IZEME. REFIRIARIENR H bbb Z L3 5, (TVIL
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1. BR5E4

(1) #04a :
a2 b X UHEAREE 12.56mg
a2 b X UBEAEE 25mg
a2 b X UBEAEE 50mg
=2 b S UBEREE 100mg

(2) *4% :
CONTOMIN SUGAR-COATED TABLETS 12.5mg
CONTOMIN SUGAR-COATED TABLETS 25mg
CONTOMIN SUGAR-COATED TABLETS 50mg
CONTOMIN SUGAR-COATED TABLETS 100mg

(3) BFMDHAXE :
ayvaltiRs
TOMIN—=I > FIDT IV

2. —fg&

(1) ¥4 (@aE) -
salrua~w Do i (JAN)

(2) & (X :
Chlorpromazine Hydrochloride (JAN)
Chlorpromazine (INN)

B)ATL (stem):
~H

3. BERXRIFRMER

4. RFRARUHFE
45+ C,,H,,CIN,S - HCI
sy : 355.33
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AeFER (MAE) XIEERE

3-(2-Chloro-10 H-phenothiazin-10-yl)- N, N-dimethylpropylamine monohydrochloride
(A7)

. ERA. Bl&. BE, B5ES
— & s ranTaw
W5 : CPZ
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M. A% ICEEd 5IER

1. YELEFHTE

(1) 5h&8 - K
HE~EEEORESEEDOH AR T, [ZBWIERWnd, IEMNIRERIZB VYR H 5, ki
K oThrItERT S,

(2) R -
AITHRD TEEIT LT <, =& /—/b (95) XIXEEE (100) ([CiETF<e9 <, MAKEERRICS
RRTIZL K, PF o —FTUIIEE A EEIT R,

(3) BBt -
BB L

A Ebm (OfER). R, RER
ml S 196~200°C

(5) BRIEE BTSN -
pKa = 6.9+0.1 (& at25C)

(6) PERIREL
3,800 (pH7. #2 % ) —VIKZR)

(7) Z DD E7ERIESE
pH : Afh 1.0g Z #7212 & W L CTWEIL 727K 20mL (ZED L7k pH 1%, 10 43 LA
ETHEX, 4.0~5.0 Th D,

2. AT DEBERTICE TS REN

SERDOFER RIFSME RTFIRE PRAFHAR [
R OGN EE) B A S o T
ERRER e/ [RERG (W) | 346 »H | GREN),
Z O OFRERIE B I XN,
WERIER : AMEL, IRV, BlUS, pH, R, R E, &8

FOMR D L KA DKIIRIZ 24, 48, T2 RRESRAMIR & IRST L 72 R, A6 O pH OZAL (5.9
—1.72), rfiE (12spots) 23F4 B iLiz,
Fo, BREBRLUIZT U7 CE A LTKER (1%) IZHRIMRE B LT-RER, &
t (M —deep brown) MU pH 02k (4.56—1.9), 53f# (14spots) A3FHiL7z
(TLC O %= 5H),
OYRME THERRSE FERAMRIBINC L B2 7 n v T u~ U 0 ORUSAERY | =51,
72852 BEE T 30°COBUE TIX X NTFAE L TH 30 HELEAiE L2,
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Rf

— — 78
—_ 74
— .70

e
N

2-OHPZ

— e o D D

= —

O D

Dimer

—_— > @.14

— — 09
mm/7ﬁ;:%§§i77?%22
Time 0 15 30 60 120 240
min.
pH 4.5 2.7 2.6 25 21 2.0

LHERBELT-T S NVICE A LT KIBIRIC
RN & R L T2355 O 53 (TLC)

CP:Zu)ra<xyr, 2-0HPZ : 2-t Ru¥xo an~wyr PL: Ta<wy

s MEEER NEAMRBRIC L D 7 m T~ U ORUGA Y

00000

CH, CH,
S e
% .
/N\ /N
CH3CH3 CH; CHs
Dimer

00 — 00, — O,

CH. CH. CH,
S i e
%Hz (;3Hg (;}Hz
/N\ /N\ /N\
CH3CHs CH3CHs CH3CHs
Promazine Chlorpromazine 2-Hydroxyrpromazine
|
i Cre g 1
N
o
S
.
S IL S.
(‘:Hg (‘:Hz
S e
b b
/N\ /N\
CH; CHs CHs CHs
L Polymer _dn




M. A3 Y HIEB

3. BV OERRBRE. EEE

FERRE BRI
Al (7 anvra~y AREE ] OfERBRICL S,
(1) HAkgk (D) R L2 REAKIE (7= F7 VU EOHMR
(2) &7 U U ERE oS HE
(3) AL D FEPER S (2)

EEiE
Hig [ZuLvra~y iG] OERECE D,

0.1mol/L ¥ F eI X 5 BN A= E vk



V. ®HICBd 5IER

(4) HE|DYE

R . 22 b S MEAEE 12.5mg

o b I UBEKEE 25mg
a2 bR UHEAEE 50mg
22 b X UBEREE 100mg

#1 8ON
# 75N
# 75N
# 110N

(5) E At :
A L7

1. &z
M FREOXH :
PEAHE
(2) HEDONER KR UMLK -
fRFE4 o b X UMEKEE 12.5mg o b X UHEREE 25mg
Pk - AE T - BEREE Hfa - BERhE
| () O O o
inll 2 — K Y-CO12.5 Y-CO25
[ERES JE& R [ERES JE & HE
P A X (mm) (mm) (mg) (mm) (mm) (mg)
7.4 4.7 220 7.7 4.6 220
HRE4 2> b X UBEKEE 50mg 2> b X UBEKEE 100mg
PR - FIE R - BEACEE L - PEREE
e O o O o
nll 2 — K Y-CO50 Y-CO100
[ERES JE& [y [ERES JE & R
A X (mm) (mm) (mg) (mm) (mm) (mg)
8.5 5.1 300 9.5 5.4 400
Q) #Aa—F :
o b X UREASE 12.5mg : Y-CO12.5
a2 b X UBEAEE 25mg 0 Y-CO25
oy b I UBEAEE 5Omg : Y-CO50
o b2 UBEARE 100mg  : Y-CO100




V. KA HIEE

2. HH DR

() BREy GBS OEERVHEMA

[ oy NI UREREE | 3 FIUBEREE | v P IUBEKEE | o b I UBEKEE
JC 12.5mg 25mg 50mg 100mg
HESy B 7 alra~y ek
L 12.5mg 26mg 50mg 100mg
HHARF), bUERIATT T RERY AT ATT VB~ T XY A
WAL | AR T ET A REEI YT A </ m T/ 6000, ATy, il 4
(ZF—F+FTY) TAI = AL —FD

7E) #E 12.5mg, #€ 50mg, #E 100mg O

(2) BREFORE :

B RN

Q) BE :

A L7

3. RTAMROERKRVEE

BN

4. Hff
BN

5. BEAT HERENED H HRM Y

R L

6. HADZEEHGTICEITIREL
(BA R I3RS RIE L 7 i O 3R Ak ie & R bl

<=z b X UBEASEE 12.5mg >

SRR O TR PRAFSA: PRAFIEHE PRAFIE AR
PTP +7 /3 = 148
i 48 % H N
EmRGERS | 25C. 60%RH A 7 Ktk
RY=F Lo me 48 » H JRFEN
w200 | memmcmam 6 » A KA
3} 75%RH
SR e
N CH Y A ‘%E = BRI A .
DI (1,0001%) piliRR e A e At 60 J1lx+h Bk
1 ARBRIE R - MR, BERRERBR (BEAN TN A7 RL, R a~ N T T 40— RS, @),

Filsh)— AR (G R

—MERER) | TR, ERIE

* 2. UBRIAH ¢ AMBL, EEE, RABERABR, SR

* 3.

MERIEE AL WiE s v~ T 74— (TLC), &




V. X9 5H1EE

<@y b UPEKEE 25mg >

AER DR PRAFSA: PRATIEE PRAFIIE Ah R
=y VN
N PIP+T S =0 28 1 4s 4 n LR
B | 25°C., 60%RH AR
RY mF Lo 48 7 H JRFEN
25°C
Y > Eitis J= g an
] T JEE 2 75%RH {037 I RBR R o 6 % A KN
AR p—
N7 L) pins = R R BA .
b (1,000Lx) 1037 I 58 5 60 Flx-h A
* 1LABRIEE - MRk, E@miﬁﬁ (+5’1~Tﬁﬁ%ﬂx~7 MU, Wik a~ 757 0—, BEKS, B, ©
%Ui’ﬂé'réiﬁ%ﬁ (& —PERRER) . IERHME, ERE
* 2. FRERIHH « SMELL EEE% R, &8
* 3. REBRIEA AL, WHE I u~ 77— (TLC)., &4
<ay b UPEAEE 50mg >
FRER O FEFE PRAFZRAT: PRAFIERE FRAFH R kR
I — A
4 IWP+7?;j?AK 48 5 .
B | 25°C. 60%RH +HAR
R oF L 48 % A RN
25°C
:\ 1 sk N Einn =R Bn
) i JEE 2 75%RH BB R 6 5 H HikEH
T P R o
NS = ) g =R e B .
s (1,0001x) PBHREBER 60 Flx-h Bk
* 1LEBRIEE - PRIk, E’éuunﬁ%ﬁ RN AT "V, Rk v~ v 7T 7 40—, 20K, glis), f
%Ui’ﬂ*‘@%ﬁ%ﬁ (& —MERER) | {*tljri JESRES
* 2. WBRIEE ;AL EET” A IR |
* 3. BRI E - SMEL %E7D7F7774*-HMD a8
<=z b X UBEAHE 100mg >
FRER DRSS PRAFSM PRAFIERE PRAFHIR Ak R
N yIN
Bt | 25, 60%RE | LD TIPS EUAR e HEAR
+ HEAH
mee | 20 1 e 6 5 /i kP
) - 75%RH a 7
ay P AR o
N A EE'\ Y ﬁE >: [= R Ba .
s (1,000Lx) (0 5 A XU R e 60 J1lx+h AN
1L ARBRIEH - MR, #ERdall (BRI AR Mv, iRk o< N7 T 7 40—, REOKIG, BlR),

Fil#E) —

MERAER (&

) —PERER) |

Vi, Rk

* 2 RBRIHE - AMBL R, RiEERER, G R
*3. WBRIEE B, WE s n~ 7T 74— (TLO), &f

7. AEERVRREORENL

M L

8. ¥ & DEEASELL (WMELFHE)

BEARRNA



V. A9 5HEH

9.

10.

11.

12.

i

AR (7 BT aw O G O L5 9, F7ebh . MIRIEKICH R 2 ik
900mL & iV, [HJS ) W HIBERED /S KRS LY | 35y 75 EIECHIRETT 5 & X, 604
OB 5% ETh 5,

&% - A%

(1) EBAUERRE - A%, MISCBRASE - SRCET HINH -
BB L

(2) 8% -

<Y b= UHEKEE 12.5mg >

100 & [10 2 (PTP) x10], 1,000 §E [ b (7). FEAIAD ]
<av k= UHEKEE 25mg >

100 & [10 &2 (PTP) x10]. 1,000 & [ bv (7). FlEFIAD ]
<32 b =T UFEKEE 50mg >

100 & [10 &2 (PTP) x10]. 1,000 & [ hv (NF), FlEHIAD ]
<32 b T UEKEE 100mg >

100 #& [10 & (PTP) X10]

) FHREE :
A% L7

(4) BHRDOME -
PTP a3t : PTP (R V=L T 4V A, TIAI=LE) +T7 LI (T3
=ULTIR— T 4V h) RS
NZadE12.5mg, 256mg. 50mg : ARU = F LR, AU S rb Ly v

Rl IR S0 5 AHE
BB L

Z Dt
M LR
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O WIGREIZf# S =g
O FREFATIRE
O AIZR
O #ERR - $57% - SREH DM NIER

RIFHRICEHES HFE

2. $hEE
BRIEI LTV

3. BERUVHA=E

(1) BERUHBED/HE
suaLTu<wY U E LT, @EKRA 1 B 30~100mg &5 ER N 5145, ek
I B W THWAEAICIE, % 1 H 50~450mg 20 Elfk 0% 595,
7RF. AR, EIRIC XV EE T D,

(2) RERVHAEDRTERE - RN
EERe L

4. AERUVAEICHEET 5=
BRIEI TV
5. BRERAEE

M EBERT—2/1\yF5r—
AR

(2) ERPR R EAER
EER L

(3) AERGERFREAER
Y E R L
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(4) HREEAIEAER

1) ANPEREEEAER -
OO O " HERILEGAR (A KHIE) ([CBWTARAID G IRE L L THY
HAILTWND 49,

2) B MHER
HMER L
(5) BFE - JmREHIER -
MYMEER L
(6) SAEHFERA :

1) EAAERE (—RERREAE. BEERRERE. ERRELRRET) . WERS
#TF—5 R—RBE. WERFEERABONE -
BB L

2) RBEM L L TRBFEONERILRIE L -0 - HBOBE -
B LA

(7) T D
HE R L
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1. REZHICEESH S LEYMXRITILEHE
T2 ) FTVURIE, TFuT ) RIEEY
EE : BEO H LM ORESUIREF L, BFOBEFIRL ST D L&,

2. EE{ER

(1) YERRERGL - YEFRMRF © -
TEFERAL « iR, RRICHR T 50
TEREET - 7err e~ 0 OFEREFIE. EEERICH LTI TWHRN, Fxah
FRIZEIT D RN UAEEE, 2 v T KU U AEEES D0 e b= 1
AR ISR 2B EHIC L 2 B2 6TV D,

(2) N E RN T 5 HBAM
1) 7 HENT 4 A Lo TET HIFWEILICR L CHEBLER &7
Eie, ERGEBY I, AHEBREEISIIER, ~% /e 5 — LNERRANSR I

R,
R H H EUL7) ED,,. mg/kg p.o.

7 RELT 0 EH

HEE) T ~ A 4.8

W A1 TE A 15

A A X 3
B F& EE i ~ A 4.8
RAEIETRE SO H IR

Pole—climbing £ 7y b 13

Sidman-type £ 7w b 11
HEE AR 1 5

AN N EH — )L ~ 7 A 5

2) ¥ A W2 FEER T, ERHINEE & O Writhing-Syndrome 7412 X 0 88\ ERH 23R
LTS Y,
3) 7 v FEHWEERT, KIEETIEAPRD LTINS,

(3) E AR IRMER] - G -
B TR L
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VI. EYEIREICEIY 5IER

1. M REOHR

M ABAELEDLTOFREE?
30~350ng/mL (¥t & JiHE)

(2) ERIREBR CRERR S NI MAFRE -
MAEEIEAENKELS, AREOHMBENZ LV, F72. 5L EORFEEZ o8
A RIIERE I RED ERNE DD TELS, HERFEOEE N A LN 10,
<%&> SEAN (BEEKRAN) ToOTF—% 10
EFERRNIC 7 v v T e~ U VR 50mg A HEROK G Lt Zrrra~vl oo
M FP R EE I 3.2 R IS e (2 LT,

BERER 5 A, 50mg HL[EIRE A 45 ((FHJfE+SD)

tmax (h) Cmax (ng/mL) t1/2()( (h) t’1/2‘3 (h) AUC (ng'h/mL)
3.2+0.8 10.7£5.6 2.5%1.6 11.7+4.7 9648
(3) gt 0
750ng/mL LAk

(4) B - HRAEOHE
B L

2. EYEERMAINS A —4

(1) R A -
MG ER L
<BE> HEAN (BFEKRAN) TOT—% 13
2-a L X— M A METIL (HIHEEE)

(2) BULRE
DR L

) HEEETH -
MUER L
<HE> HEAN (EEFKAN) ToOTF—x W
0.219~0.461h ! (120mg/nd (AF MG, HEEO#5)

WOV TFIUR:
HER R L
<HE> HEAN EFERAN) ToTF—4x 19
65.8. 83.5L/h (25mg Hi[Al#E ¥ 5)
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(5) R TBHE -
U ER R L
<HE> HEAN (BFE) COTF—F W
80.6L/kg (100mg H[al#E M1$¢5:) |
158.7L/kg (100mgXx2 [Al/H | 33 HHfe#k 1 5)

(6) Dt
LR L

3. BKH (REaL—>av) @l

(1) B AE -
mMER L

(2) INTA—RAEHER
PN -L

4. RIR
WAL« RS K 0 RIS D 19
<zE> HEAN (BFE) CoTF—F W
NAFTTRAZEYT 4 :32% (10~69%., AN 5RO AUC 2 VW CHEH)
AUC,... (ng+h/mL) : 838 (100mg H[E#% 1#5) |
AUC,.,, (ng-h/mL) : 551 (100mgXx2 [=l/H. 33 H#kR n#5)

5 9%

(1) Mk — AR REFY @B 14 -
HEE R L
<BE> @MTOT—F (LX) 17
BT 5 ZENmESNTHD EIRNEE),

(2) & — R AR EAFT &A%
HUERR L
<BE> BHTOT—H Y
BATT o Z EndliEIn g,

(3) it ~DBITIHE -
MU EER L
<HE> HEATOT—F (VurFavwIPrrEhoRg) 1819
BT ~BITT D2 ENMESNTVD,

(4) BERA DBATH -
R L
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(5) T DDA DBITIE -
AR L
<BE> BMTOT—H ((X) 1
BEICE AT AM, B, WOTHE, R, B, BICZY (20mglkg, BRI ).

Tissue Concentration of Chlorpromazine
1h.distribution 3h.distribution 7h.distribution
mg/kg mg/kg mg/kg

Kidney 28. 18. 25.1 14.5 18.2
Brain 80. 89. 75. 41. 30.
Spleen 44. 23. 217. 13. 19.
Perirenal fat 6.4 3.1 7.8 10. 9.2

Liver 19. 15. 17. 16. 14.
Heart 8.9 16. 7.4 5.3 5.3

Lung 66. 55. 57. 38. 21.
Skeletal muscle 10. 12. 5.2 6.3 5.0
Plasma 1.3 1.2 1.1 0.7 -

(1 X, n=5, 20mg/kgi.v.)
(6) MIFELEESIE

U TR L

<ZE> SEAN JEEEAN) TOTF—x 0

91~99%

6. X

(1) X BERAL R U SR R

<BE> #cor—%

REFEAL - /NRE R OV CRE A2 % 19,

RE 20 ya e~ P IR O G%, HEE D DHESCHICHI S, &2k <y
gD, FRTHE, . B MICE <. BNICRRRERE T2, k5EhikL
T3y AR BRI D LW ), EBFERNERICITDIL, — K
WG BEORIESTORREM E LTRP E#P Rt s, 7rrrm~
DU ORBRBITEMETH Y . 60 L EORPREFHN TSN TS, £FS
Db, 7= F7 U UBEOKE, MO N Ot A F Ak, fIgHD N-FF
R, 7=/ FT7VVROBMRR ENREZNEVERNNCEZ Y, F-HEELTHE
2%, SOt ANE XY ROPET 5~6%., N-A4F KX 0.7% TH 513,
EoKBALE b2y (BAL& T,
THIEEE LTV o o BRARE LT, — T USRI A IR L LT
Pt s D, AVKRF Y REONBAFIURIE, 7o b b7
WHEEE M2 FF > TV D,
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! CH ! H ! H
CH, —=CH, =CH,=N{~ ° CH, —CH, —CHZ—N<C CH, ~CH, ~CH,~N(_

CH, H

3

t t t

S S S
00— O0,— a0

N Cl N Cl N Cl

) CH, ) H ) H

CH, —CH, —CH,~N( CH, ~CH, —CH,~N{, CH, —CH, —CH,~N(
chlorpromazine CH, ® H

:
H()\<]I,\,I©C|_> HO@NI@LQ_’ HO@,\;QG

! CH - H ! H
CH, —CH, —CH,— N~ CH, —CH, —CH,—N¢ CH, —CH, —CH,—N{
CH, CH, H
' ' '
0 0 o
] ] '
HO S S S
LI, I I, = T2
N cl N cl N cl
CH, —CH, —cr,—N(EH CH, —CH, —cH,~NC CH, - CH, - cH,— N
2 2 2 CH3 2 2 2 CH3 2 2 2 H

chlorpromazine ® 4 A R BHR &

(2) RIS T 2BE (CYP%) OHTFE. B5%
CYP2D6

Q) VIEBENROBEERUVZTDEE :
75 15)

4) REMOFHEDEEREMEL, FELE
60 FELL EOJRPIREBR MO TWDEN, FERBFWO 7 = 7 F7 ¥ O KEBRLE (7
A1) RONN-AF v RIKZR EEEREH TH D, £2. ALEF T FE N-LAF LKL
ruruasP s L0 DRng . EEEEEZR > TnD Y,

7. HEt
Pt ERGL B MR R
HUERR L
<HF>
BEEOR T o MREm E LR, EhICtsh s v,
B 3=
BRI L
<HE> HEAN (BEFERAN) ToOTF— 19
ROBE% 72 R E TORFIZHEGED 0.23~0.70% 0 KRELIK & L CTHEt S 7=,
Bt R E
HUERR L
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ELRE MR : PREFREL STV D 2,

HEQHREET 2BE
R L
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FHERAE, TEEREDIREBOEE [ZhbDRELE(LSELIBThDRH 5, ]
PV EY — VBRTHER < RIEASE O HAXAREEIHIA OO T ICH 5 BE DR

PHIFI OIEM 2 3B LR S 5, ]

T RLFY vEEREGFOEREE (T RLF Y 27 7 4 7F% > —0RAEE., ITwE
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7= ) FT VU REEMIOZ QML A5 L iEoE D B

<fE
2.1
2.2

2.3

2.4

At >

Tz ) FT VU REANI TR ER 2 L, SRR, TERENCIRIE 2 RS 5,
AR IIHIER 246 L, 2L B — Va8 iR BRI Al O OF I L 0 H ek ol /F
F O HE5RCIRIAN D AE A FFE R ] OIER 3 2 B D,

T RUF U AXT FrF U AFEitEa, S-SR ORIEATH D | AH D a5 25 A5 K
TERC XY | B RITERIER (IESERIER) 2MEBALE 72 v | MERE FEM 2 7R S
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O, R RBNEE L TT RLF U U EERLELEINDIZEND, TF 740 T7F
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HZEE, VA EBELTHOLHRTED LY==, (T RLFU &7 )74
7 X —ORBABFIMEHT 256 %kR<) ZBRLLE,

PURARREE & 7 R LU U EAWBREREE L OOFRHFO T KL U RERIZ DWW T, A
RCEREF IS E R S L, SR OER GBI S A7/ R, SUEmmREOT FrrU
v A wREREA E OPFRIZET 2 EE A IS TIE R OFHERICUET 56 2 &0
SRl Rl T g W N

—ICHERANC L D WBUE A E Z L7 BFICHERS T 5 & EERMUE % & 2 9 A etk
N5,

3. FEEXITHMRICBEET 5 FE LT DHEHE
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4. AERUVAZICHAET 5FE L ZDER
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8. EELEAMIEER
8.1 IR, EES - £ - RENETBRENEDIR T AR IS ZENHLDT, ARG D
BEITIT B B EOEIRE R E 5 B OBEICEESE RV LI ICEET H 2 &,
8.2 HIMAVERZAT 5720, MOEANCIESL ki, IBPAZE, IS IC X DIEHER 2 A
BMLT 22 R0 THEETDHZ &, [11.1.4 BH]
8.3 WIS MHRIEN H S DN ZENHLHDT, ZDO X I RIERDH b=
BT ESFEY) R WEEZITH 2 &,
< i >
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T, AFBEEF O BF I BB EOEIRE G E D B OBREICEE SR &,
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BB AZIK TS 2 &0 5,
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RIRFAET AR Z 6T 5720, REREICREINLIBEN & D,
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I ZEARIE . FRMRIMARIESE O AR ZEARIE N HE ST, [11.1.11 /]

< it >
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9.1.2 MEEZFZELIELBENLH D,
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EERETHE, MEOREREEBNALNDLZ ENH D,
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PRI PRSP A e G ST B 6 BrERICH RS IR, PElbET ., R,
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LTWDATREMED B 2 2T G LW EREFE Ly, £, IREMORMIZL 2
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AT 256 %2R<) M ER FEARHR S5,
(RAI V)
[2.3 &)

< >

7 RLF U AET FuF U cAEE ke, S-S BERORIMAITH Y . AREIO a5 B RHERTE
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Bt wEkR<) Bl

PUBHIRIE L 7 R L) U EA ERRREEE & OFFHBEO 7 R LU U KERICOW T, A
TERFICE S XTI S, EMFOBERL LR SNIZER, PUEHHREO T KLU o8&
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PRE[RY S WARNINGS

Usage in Pregnancy

Safety for the use of chlorpromazine during pregnancy has not been
established. Therefore, it is not recommended that the drug be given to
pregnant patients except when, in the judgment of the physician, it is
essential. The potential benefits should clearly outweigh possible hazards.
There are reported instances of prolonged jaundice, extrapyramidal signs,
hyperreflexia or hyporeflexia in newborn infants whose mothers received
phenothiazines.

Reproductive studies in rodents have demonstrated potential for
embryotoxicity, increased neonatal mortality and nursing transfer of the
drug. Tests in the offspring of the drug-treated rodents demonstrate
decreased performance. The possibility of permanent neurological damage
cannot be excluded.

Non-teratogenic Effects

Neonates exposed to antipsychotic drugs, during the third trimester of
pregnancy are at risk for extrapyramidal and/or withdrawal symptoms
following delivery. There have been reports of agitation, hypertonia,
hypotonia, tremor, somnolence, respiratory distress and feeding disorder
in these neonates.

These complications have varied in severity; while in some cases symptoms
have been self-limited, in other cases neonates have required intensive
care unit support and prolonged hospitalization.

Chlorpromazine Hydrochloride should be used during pregnancy only if
the potential benefit justifies the potential risk to the fetus.

Je[E D SPC*? 4. Clinical particulars
4.6 Pregnancy and lactation

Pregnancy
There is inadequate evidence of the safety of chlorpromazine in human

pregnancy. There is evidence of harmful effects in animals, so like other
drugs, it should be avoided in pregnancy unless the physician considers it
essential. It may occasionally prolong labour and at such a time should be
withheld until the cervix is dilated 3-4cm. Possible adverse effects on the
foetus include lethargy or paradoxical hyperexcitability, tremor and low
Apgar score.
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He[E D SPCH? A large amount of exposure to chlorpromazine during pregnancy did not
reveal any teratogenic effect.

It is advised to keep an adequate maternal psychic balance during
pregnancy in order to avoid decompensation. If a treatment is necessary
to ensure this balance, the treatment should be started or continued at
effective dose all through the pregnancy.

Neonates exposed to antipsychotics (including chlorpromazine) during the
third trimester of pregnancy 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,
hypertonia, hypotonia, tremor, somnolence, respiratory distress,
bradycardia, tachycardia, feeding disorder, meconium ileus, delayed
meconium passage, abdominal bloating.Consequently, newborns should be
monitored carefully in order to plan appropriate treatment.

Breast—feeding
Chlorpromazine being excreted in milk, breast-feeding is not

recommended during treatment.

Fertility
A decrease in fertility was observed in female animals treated with
chlorpromazine. In male animals data are insufficient to assess fertility.

In humans, because of the interaction with dopamine receptors,
chlorpromazine may cause hyperprolactinaemia which can be associated
with impaired fertility in women (see Section 4.8). In men, data on
consequences of hyperprolactinaemia are insufficient with regard to
fertility.

% 1.DailyMed [Chlorpromazine Hydrochloride Tablets, USP (TYA Pharmaceuticals). 2012 4= 5
Aikil (https:/dailymed.nlm.nih.gov/dailymed/drugInfo.cfm?setid=fb2849d4-3f7c-4e98-8320~
73c2fc2f08ce) 2023 411 H 27T HT7 7k A] LV

% 2.eMC [Chlorpromazine 25mg Tablets (Dr. Reddy's Laboratories (UK) Ltd) . 2022 4 12 H k&7
(https://www.medicines.org.uk/emc/product/3477/smpc) 2023 411 A 27T HT7 7k A] XV

S ¥A
F—=AFZ VT O D (2023411 H) *3
(An Australian categorization of risk of drug use in
pregnancy)

% 3. Prescribing medicines in pregnancy database (Australian Government) (https://www.tga.gov.a
uw/hp/medicines—pregnancy.htm) 2023 4F 11 A 27 H7 7 A LD

2 EOME

F—=ARZ VT D5 D

Drugs which have caused, are suspected to have caused or may be expected to cause,
an increased incidence of human fetal malformations or irreversible damage. These
drugs may also have adverse pharmacological effects. Accompanying texts should be
consulted for further details.

(2) /NRA~DF G T 5 1
KBTI oM EoEE VNRHEA~ORE ] OEOLHIIUTOLEY THY, KED
AT SCE R OBEE D SPC & 135725,

9.7 INR%E
SR N CITERAEIEIR, RSO AR R UT BRI DT, NEEERIGE L
T B IREER I LT L Tuen,
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WARNINGS <#i#>

The extrapyramidal symptoms which can occur secondary to
chlorpromazine may be confused with the central nervous system signs of
an undiagnosed primary disease responsible for the vomiting, e.g., Reye's
syndrome or other encephalopathy. The use of chlorpromazine and other
potential hepatotoxins should be avoided in children and adolescents
whose signs and symptoms suggest Reye's syndrome.

PRECAUTIONS

General <>

Because of its CNS depressant effect, chlorpromazine should be used with
caution in patients with chronic respiratory disorders such as severe
asthma, emphysema and acute respiratory infections, particularly in
children (1 to 12 years of age).

DOSAGE AND ADMINISTRATION < fi#x>

Pediatric Patients(6 months to 12 years of age)

Chlorpromazine should generally not be used in pediatric patients under
6 months of age except where potentially lifesaving. It should not be used
in conditions for which specific pediatric dosages have not been
established.

Severe Behavioral Problems

Outpatients

Select route of administration according to severity of patient's condition
and increase dosage gradually as required. Oral: 1/4 mg/lb body weight q4
to 6h, p.r.n. (e.g., for 40 Ib child - 10 mg q4 to 6h).

Hospitalized Patients

As with outpatients, start with low doses and increase dosage gradually.
In severe behavior disorders higher dosages (50 to 100 mg daily and in
older children, 200 mg daily or more) may be necessary. There is little
evidence that behavior improvement in severely disturbed mentally
retarded patients is further enhanced by doses beyond 500 mg per day.

Nausea and Vomiting

Dosage and frequency of administration should be adjusted according to
the severity of the symptoms and response of the patient. The duration of
activity following intramuscular administration may last up to 12 hours.
Subsequent doses may be given by the same route if necessary. Oral: 1/4
mg/lb body weight (e.g., 40 Ib child -~ 10 mg q4 to 6h).

Presurgical Apprehension
1/4 mg/lb body weight orally 2 to 3 hours before operation.

He[E D SPC*?

4. Clinical particulars
4.1 Therapeutic indications <#jf >
Childhood schizophrenia and autism.

4.2 Posology and method of administration <>
Method of administration: Oral.

Dosage of chlorpromazine in schizophrenia, other psychoses, anxiety and
agitation etc.

Children under 1 year:

Do not use unless the risk—-benefit ratio has been assessed.

Children 1-5 years:

0.5 mg/kg body weight every 4-6 hours to a maximum recommended dose
of 40 mg daily.

Children 6-12 years:

1/3-1/2 adult dose to a maximum recommended dose of 75 mg daily.
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Hiccups

Children under 1 year:
No information available.
Children 1-5 years:

No information available.
Children 6-12 years:

No information available.

Nausea and vomiting of terminal illness :

Children under 1 year:

Do not use unless the risk—-benefit ratio has been assessed.

Children 1-5 years:

0.5 mg/kg every 4-6 hours. Maximum daily dosage should not exceed 40
mg.

Children 6-12 years:

0.5 mg/kg every 4-6 hours. Maximum daily dosage should not exceed 75
mg.

* 1. DailyMed [Chlorpromazine Hydrochloride Tablets, USP (TYA Pharmaceuticals). 2012 4 5 H
ET (https://dailymed.nlm.nih.gov/dailymed/druglnfo.cfm?setid=fb2849d4-3f7c-4e98-8320-73
c2fc2f08ce) 2023411 H 27T H7 7 & A] XY

% 2.eMC [Chlorpromazine 25mg Tablets (Dr. Reddy's Laboratories (UK) Ltd) . 2022 4 12 H k&7
(https://www.medicines.org.uk/emc/product/3477/smpc) 2023 4F 11 H 27 H7 7k A]) X1
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