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Bl 332 REITIILAELL, ZOMFRBESZAS»TIEE VW, 22T, EHBICPZHLU%Z
D EREMTH % chlorpromazine sulfoxide(CPZSO) D ERBEAHEVL, ZOERBFZEZHAVWT
CPZ #&|D availability DXELXBME LT, T v MIET 3 EBRIXEZRE L 72,

N
E—E S#EAksu<bs 57412k 5MEEF Chlorpromazine # & U Chlorpromazine

sulfoxide D7 BEE &

MR CPZ DERZEE LTIE, #A70< 7574 —(GC) & 2Lt HmESN TSRS
%2 THEFHEIMEE(ECD) 12X 5 GCHIZERETH 54, EERRSDEAIZLVBREHIE
<Y, BRELELIETT2HEshTn3E

ZZTIECPZ Do TR XGHE 5D 2 HAT Scheme TWRT X IIZ4MRT I vaFEAEI L L2k

CH2Br

s
: @
a0, N
N cr N , (CH2)3
(CH2)a CH3-N-CH3 Br
N L]
rd H
CH3 “CH3 CHa

CPZ BMA m

Scheme 1. Nucleophylic Reaction between BMA and CPZ to Form
the Ouaternary Salt
HPLC TH#Mi&1T% 720 MEZM% Table T 12”3 F, Fig. 1LIIRT L) CRBIF L HBEFBS N,
K 0 ECD-GC i Tl SUKH ATANTISME A SKME © & 3 7, AT R CLEIMMEIRIEL IEECTH ), B
CDEIILH T A EREE ThH o7, FAREBNEARAM T ILICLDESIERESL LT 52820

HRTHb, .
Table I . HPLC Condition

Column Wakogel LC-5K (Porous silica, 5 u)
10 cm length x 0.5 mm i.4.

Mobile phase Acetonitrile : isopropyl alcohol :
15 mM sodium perchlorate (86:3:11)

Flow rate 8 ul/min

Wave length 254 nm

Column temperature Room temperatura
Sample size 2 yl

Minimum detectabla concentration 0.14 n mole/ml

(0.2 ml of plasma sample)
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Fig. 1. Chromatograms of the Extract of Plasma before(A) and after (B)
the Administration of CPZ
Peak : 1, internal standard
2, CPZ
3, CPZSO

% Chlorpromazine N IEHBEANDIHTE N — + DEE

Fig. 2 12" & 912, #IRAES Tl 2HMEDOHEK/ Yy — v 2R L, B —Phase O ¥ JEH#AIZ6.198%
Th -7, "

Mm#F CPZSOREIL, BIRNILEH% 5 7 CREIZ EF L, DIRIZIERE U MAHIRE 2 45 L 72
— BN E L URO/FES TIZEBIRNIES ICHE L TCPZSO/CPZ iz k& <, FIRIC &1+ 52400
WBRETET S0 B b3, ¥ -EHBRS5 TIX, CPZSO/CPZ tidi%5#15, 305 T O
BE LY LS, BERRES TIEBRAERICAVVMEADRE ST 284D 20wI 2R T Y
NEEZLNS,
8= Chlorpromazine ? EFRIND S #

AR FIFEAN AT HAEEEAITH 3 Witepsol H-15 2L, CPZERE S L U2 D AKEEE, HEEE
IZDWTEBRIN 2 HBMRET L 2o 55 hz PR sk TEE(AUC) % Table I 127”7,
CPZEHRIIKIIAETH Y, palmitate, caprylate, qoopionate, aspartate, ascorbate DJEIZKE
TRIZHEL, 2hé & HITERRRLEMT 2EmIRO 50, 22T, BLBRORBFTH- 7
ascorbate ¥ VT, MBARPEESEOZELZRITL /-, Fig. 3R T L 512, LAKPEESEI LT
BIZHE- THRIRGE T+ 2 Hm» R0 5 hie, ZOERLY, LAOUBREGEHIEETH S LS
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Fig. 2. Concentration of CPZ and CPZSO in the Plasma after IntrJvenous (A),
Peroral (B), Intraperitoneal {C), and Rectal (D) Administration of CPZ- HC1
— — CPZ ---o--- CPZSO
v Results are expressed as the mean =+ S.D.of 4 animals.
The dose of CPZ- HC1 is 31.3 u mole/kg for intraperitoneal, intravenous
and peroral administration and 62. 8 # mole/ kg for rectal abministration.
27,

$UE  ZFEChlorpromazine 3D &K » 5 DM D WE
LARBHABRII OV TIIECME SN THEN Y REB LTS TV 3 o L2 LAMKIES %5
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Table . Area under the Plasma Concentration- Time Curves from
0 to 6 hr (AUC,_s) of Chlorpromzine after Various

Rectal Administrations

——

Formula AUCqo-¢ *
No. Salt (n mole-hr-ml-?)
1 Propionate 7.21 ¢t 2.23
2 Caprylate 3.07 £ 0.34
3 Palmitate 4,74 ¢+ 2.10
4 CPZ base 4.77 £ 2,13
S Aspartate 10,5 + 1.54
6 Ascorbate 14,2 = 3,14

* Dose, 125 u mole/kg .
Results are expressed as the mean ¢ S.D.
of 4 animals.

AEVD, CPZ DL ICIREVHEDRVEYNCITE Y TH 3, T -EBNTRREIIREEE %

RETAIBELRFD 1 DL EZSNSH, EROFETITEBADWTEIE L LT ERBOBLEHEEHR
Mz ABEI RIS ¢ 5 HER E > TW3, LA > TERERD & ) IT/NEMOEBN TORH I FER
EHA-0ICIE, BOEKBEEL L - 2RIBRBRBPLETH S, 2 ZTFig 4108 F &£ 5 Bk
RERBABEL, EEBTHESNin vive TOMBEEERED, in vitro TORMBRARE DRI 21T
%57 Fig. 5 ITHHRBROER AT T BEEH X U CPZEHDO AR (W5 1~ 4) TIIHLE
BuTFha{E<, 603%TELCPZIE#ATHIL.5%, propionate TH#14% Th > 720 —7, aspartate,
ascorbate & & UM (U A5,7,12 T3 21 F181.0,87.3 5L 1U84.8% L wih s Hb#IEE
{, 2h6DEICEIRDSNE 570 LD L ascorbate £EN BT AP EREEGR LIS

HBE, MALELH OS¢ 5 1t THRHBIMET T 2Em &R L 720 B 218314 4 mole/g BLH %
F (U5 T) T87.3% T 3DITxt L 235, 157 1 mole/ g BLA LAl (78, 9) T83.5%, 66.0% &
BT 2@MERL 2, ZOMARIEZZOEBIRSG THLNHER(Fig.3) L —HLTwd, Zh
125V TIE, ascorbate KEWE ¥ BRIEFICHEMX ¢ 5L, bTh 35 TZDKABRFIREIL20% B
BL, 305 TP T I LMRHLN5B,

L7 A>T, ascorbate A8#IZ &1F 5 KithECAE & BRI E OBEFRIZRD L I IZHAT 5 Z &
ATE D, HEIPICBEIREE THET 5 ascorbate I3 5B AR IC L D RAASHERL, FERFCERS
W Iz A IZ AN U ERSEIE K VIRINE M B A, CPZ D EWIBAKDEMED 729, W o7z A ST HHRIZ
ERRL 72 CPZ O—EA B ULREADIZHET 2, LA L, DWEFPIZERL T3 CPZ 4, &
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Fig. 3. Effect of Concentration of Chlorpromazine Ascorbate in Suppositories
on the Absorption of Chlorpromazine in Rats

Formula 7 (314 umole/g)
Formula 8 (235 umole/g)
Formula 9 (157 umole/g)
Formula 10 (79 zmole/g)*

Aqueous solution (314 x mole/ml)

Results are expressed as the mean + S.D.of 4 animals.

The dose of chlorpromazine ascorbate is 62.8 x mole/kg. (%, no detectable)
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Fig.4. Diagram of the Suppository Release Apparatus
1, Heat exchanger 4, Magnetic stirrer
2, Reservoir 5, Pump

3, Stirring bar
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Fig. 5. Release of Chlorpromazine from Various Suppositories
and Aqueous Solution

Aqueous solution of chlorpromazine ascorbate

Formula 7 Formula 1
Formula 8 Formula 2
Formula 9 Formula 3
Formula 5 Formula 4
Formula 12

Results wereeobtained using the release apparatus in Fig. 4.

Wik ) 20BEFEDT 2 &, FBE—HFMOSEFES»Th T, &R I trapdh T/ CPZ
PHBWAR T ZEFEL60h3, 2OZEH»6Fig 3128115 CPZOMHBEDOIR T 2@ %
BT A ZENTR B,

LT

CPZ ol EREx #ET+ 2 BT, HPLC I L 2 MM CPZ £ X UCPZSO D oREEE Tk %
FESML L 726

¥, REREIZED, EEOCPZEDOLFIZOVT, 7y +&FEHL T2 OEBRINE & i
L7, ZORER, BOKAEBED LF L & LITRIIRG ML, HLREEIELS, BHEEELHED
ascorbate DIRILA & & BN T 72, Ascorbate XX 2 IZIRILUX £, bioavailability & & < M i
BELIFRATH 5 - DO & 5 IHEIMEDOBERSW 2 HAN T E LD E/Bbh s, LAL
BMEROERDL 5, BERAOICHEME T 31213, MEOMBELED T, &M, AR H
DBETH 3,

& 5 iZascorbate A& Z VT, AP EREGEOREERIT L 2L 25, BEEROVETLLY
12, BHE % bioavailability DK FABD 5 Nz, ZHIIBERBROBER LD, L&D S ERZ LR
WZER L 2RI BEBPIIBOYET 22D THIZLPHLLEL o/, X612, WA ZER
TAHZLIEVCPZOMAIBRE % RIS S E 3 2L ARETH S 2 Mbh ok, LEN ST,
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