Chlorpromazine ?.» - I TEHEIC

5.2 BR2EEC

%

2

ZOWT

]

EENIRAE A & 5 EBRAYRFE

ML RFEZBE—AFERE (ZE  EEFXRHR)

Z R

B — BB

(FBfI574 9 A 1 HEH)

Key words : Chlorpromarine

Open-chest dog

heart

myocardial shortening

direct effect of heart muscle

#

Phenothiazine F¥E| 0 fEREBIHIB TR
FHRIIEI NS LD, L OFRDAE
KuwEE2EZ, POBFKORRTHE LD
EETH5H. L LB Phenothiazine 7 EH
Dl - MER~OVERBF IR T ICBRAI N

ERTZT, S OMEIITEbN TS,

Phenothiazine ZEAICIZ, HREEEF %4
THERB L P BEHRRSCHEMEREMNT
LAY, LR R 2 AT 2/ EEROM
fil, Kif o SHEREWIER B L URHIRY 8ZF
BRIBER . EHEET S 2H0BICNT 516
BT BMICIIEE L 72w, T N7z Pheno-
thiazine REFHLHIC T2 EEERZET
EHEPEBRIZCERE L TEY, —ENHEHR
B S Twievy, % Z T Phenothiazine &3
KB HT 52 BEEER OB EIC OV URE
To3oicid, =5 LA ES L UHEER
T2 EAICKHRAT LB H S,

ZCEHIZ, BHEEL L UCBEERTF 2R
5L, Phenothiazine ZREHIN.LEICHNT 5
A % LB AR 2 KB TRETT 4 24, Chlor-

99

promazine (AT CP) % EEIIRAIC it iE AT
AHEEZACTHREL 2.

Ki, CPOLBRIMGWER & N & 5 L BFIC
BERT I LIZEACRITENA T, REW
Hi3 CP i3 b 3> F ) T OBEERMG]$
5ZrEHRELTCS, 22T, L LCP ol
FEEH I ar ) THRECTRICEHKRT AL
Lid, TrarF)THELFRET LEAICE
N CPOZEIMHIRNEZEEBEZ LMD, %
2T, E#!1 Coenzyme Q1o (LLTF CoQuo) THij
MELIAKERVWBZEICED, CP oL FH
I2xt 4 5 CoQuonFRizhFEA &, CP nEHHY
DEEEERIC DV TRE 21TE - 72,

1"

xR ¥ &

MEFER A (13~20kg) #% Pentobarbital (25~
30mg/kg, iv.) THE:%, room air & EEEN
BASETALIRTIC LS 5 MR TRl L 7.
ZFDHGCEEZDEL, GRIUBLLAEICKS
&I IcEICEEL, KEB)IREHE, EEEk
Efes (LIF LCX), giFiTRe (LT LAD)Iz,
Tu—7%%EL, EMEEMKEE(Model
MF-26 % 7213 MVF 1100, BA&EHR) £ H
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Fig.1 Hemodynamic changes by intracoronary infusion of CP 0.lmg/ml. Segment
length curve was defined at four points according to Tawara. Point a app-
ears at end-diastole and point d is at end-systole and a-d indicates systolic
shortening. Segment length curve in the LAD area after 3 min was shown

systolic bulge. CP; Chlorpromazine,

W, LR (UTCO), BhnkE (UT
CBF) m#@lE %174 »72. &5iz LCX, LAD
fEMIC HIEEREIOMm HEMNBEY » 7T v 7
(Model HDS-1T, HAXEHS) 2 £ Bk
NEMEFTICL L) ICEEL, EEBOL
S HEd&R Y v X 2 £5H T > 7(Model RP-5,
HAEXREHS) I TAEL L, L EHEENL
HEICLCEROCERNETF £ E L, L&
(Model FD-61, 7 7 4 8) ic i L TL&RE
LERDGEEFICEL 72, KBREK L D #ETHEIC
AF—FAEFEAL, BERIMEFModel MPU-
0.5, BAXEHE) ik VEIRE (LIT BP)
NEEEE T » 72, KIC LAD 0 BHKER 7
o — 7 NREADOEEIRICH R = FL > F
F—F )L (RE0.5mmLlT) 2 AL, FEE
AR 7 (YN—ATREEASRA-NIY) 2L
CPhHTEIRAEA* 7% - 72, CPi24.0mg/ml
DBEN L OETELHE Imlicxf L T(A)CP 0.01
mg(1088) %7213 (B)CP 0.1mg(143R) % %
FOohEETEAL, HEEL UL (CO)HE
fEknFl—g&2EAL . CP OESIRMNEAI &
B EFTER % TRENCBRAT 5 726, CPIERR

ECG ; epicardial electro-cardiogram.

7)EiEE13280~300 osm/ml 2% % & 5 iz NaCl
TRIEL 7. F7-CP 3 HETIRERL LW
&, pH5.5~6.4nCP BB * Az, TR
# o pH 2 k& NV ELEES, LHBHEN L&D
ET5Z LIBBRICBEINTVWBY, 22T
5172 CPic & W EBRM D pHYHELZT 5
»&EH % in vitrod L Win vivo TREF L 7.

1) invivo iz BT 5 #Et

CP #®@MFE 1 ml¥ 1 0.1mg NHEE THEA
LZeh's, AALY 2cmbl b8En 72LAD X
Mk Dikm L, Poz Pco:is & fpH ZilllE
L7=(358).

2 ) in vitro iZ B+ 3 et

anerobicic#f 1M1 L 728 ¥kin i, RijseoH CP %
0.1lmg/mlic% % k5 i2mz, Pos Pco: L
U pH #@EL 72( 3 HH),

pHo @5z 13 Corning Gas analyzer (Model
165/2, Corhing#t#d)%, BEE VB EIC T
Osmometer (Model 0S-20, Nikkisoft#l) %
Huw7z,

FTHEAFMNDE T A —F— %55 1214,
H£matzk, CP0.0lmg/ml of coronary flow
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Fig. 2. Hemodynamic changes by intracoronary
infusion of CP.
CP 0.0lmg/ml (Q------ Q), CP 0.lmg/ml
bulge(—)(@——@), CP 0.1mg/ml bulge
(+)(Aa------ A) and 0.9% NaCl(Hl------ u)
CO was obtained in 6 dogs. CP; Chlor-
promazine, HR;heart rate, mBP; mean
blood pressure, CO; cardiac output.

(LLF mg/ml) % 7:130.1mg/ml % 5 5 R
EAL. RHE#HRT. & 5 24— —b7H{EIC
BIRLIZZ L 2B L /2%, RBIDEA%
7% - 72, BP, CO, LCXB L ULAD &N
LEELOER, LHNHEHE, CBFOLsS,
I 23757 (Model 804, Siemens-Elema 1t
W) B THE D EEL00mm/secT, 145
BT52ETE -7,

Kiz CPic & .G BBEEAHCoQuo 12 & 0 #IH
TELPErERITL72. £3CoQuo 10mg/kg
PEHEL, 60 RICHUREEZEM ZN15%
#%ICHIR E R F T CP 0.1mg/ml £ 8
IR FERREAL 72,

FOERMT 1%, faf0 KClismIc TEM L, LCX,
LAD SO CHER ¥ #lE L EHiKENFHIEIC
Rl ZRRALEHBENEEL L TRV
L E BRI RN ESY T L 72,

5 min

X B R O

TEENR MRS E AR08, BP-CO-LCX
B LW LAD o» CBFi, B TZN£1130.7
+5.7(*F#1+SEM) beat/min, 102.8+6.1
mmHg, 1.88+0.181/min, 92.0t4.4ml/min/
100g, # & 1r83.1+5.4ml/min/100g TH Y,
CP0.01mg/ml ¢132.6+7.8beat/min, 103.4
+6.1lmmHg, 1.77+0.311/min, 89.5+7.0
ml/min/100g, 79.7+5.9ml/min/100g, CP0.1
mg/mlTi3129.4+6.4beat/min, 97.8 + 4.5
mmHg, 1.97+0.241/min, 89.6+7.0ml/min/
100g, 81.8+8.0ml/min/100g & =ERICHE
NERED -T2,

&2 AT, CPO0.1mg/ml ## Ak 144 6 I
(42.9%) T, Fig.1icm3 40 < LAD fHN.G
BRI AR AR CURE R A (d2OA I SRR A A8
(a) ##z T EH~nIEN, BHsystolic ex-
pansion (systolic bulge) #RL 72, Z 7 6l
TIIEFEBFORR L M2 5 E A% bulge £ MK
L7278, GBRFEB DRI ATETH -
t:. 72T, bulge DHBEAHMITHEICE 2 2
B4 EE LT, CPO.1mg/mliE AB .0, I
ITENREIL bulged I L L - 12 BE(C B, 8 HR)
& bulgen WEFE(DE, 6 3H) 4T THRETL
fz. &RomiTEECiE(Fig 2), 340080
*TEEEE (AR) B LU CP0.01mg/ml B (BEE)
TEAS F%NEILEIZ—0.9+0.6%, 1.8 +
1.2% LI AETH - 7255, CPO0.1mg/ml T
i3bulge HHANBEIC PP HLLT 20H LI N1
m# ke, 5atkicis CETI12.1+ 3.4%, D
HTll.6x2.6%mmmErL 72 (p<0.01),
BP,COIZ 4 B L FRNEAF L IZITETH -
7z, RIZCP BEAIL L B LRI~ DHENE)
R, O F WL, CBFsL.LERELERN
PREL 22, LB Fig LIcER 2R
L=<, BEAHFEICHE-T, ILERHESE
as, WEkssd AL T, Zn2a%td
Lzt L7z, FHOA W HETRALHNHE
RN EH~DIERNLEBFALCHENER, TH
~DIRMUZFATLEBEROFEME L~ L, systolic
shortening {3 (a—d) & L TERHAI NS, EW
EAR L 2RO E L RE T 5720, i
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Table 1. Percent changes in segment length of heart muscle by intracoronary infusion of CP.
min 1 2 3 4 5
oo -0.3+2.1 0.5+2.9 1.9+2.1 1.9£+3.5 1.9+4.2
3 d -1.1+2.8 -1.7£3.3 1.0+2.2 -0.91+3.4 -1.5+4.0
5“’ a-d 0.8+1.7 2.2+2.1 0.41£2.2 2.8+£2.3 3.4%2.7
S .
N
g a a 0.5+1.1 0.8+0.8 0.6+0.9 0. *1.3 1.7+2.1
ﬁ d -3.1+2.3 -1.9+1.8 -1.1+2.4 -1.4+2.2 -3.1+2.4
a-d 3.7+2.7 2.7+2.1 1.7+2.5 1.3+2.8 4.9+3.4
a 0.2+1.7 1.9+3.2 4.91+2.7 3.4+2.6 1.4%+3.1
P
v 3 d 5.0+2.8 4.6+2.4 5.9+£3.9 5.8+2.9 0.5+4.6
Eo a-d -4.8+2.2 -2.7+2.0 -0.9%+2.5 -2.4+1.5 1.0£3.1
-l
<
(=1
A a a 0.4%1.6 -1.6+1.0 2.3+4.4 2.6+4.2 2.5+5.4
o
5 d -2.2+0.8 -5.7t2.4 3.21+6.4 -1.2+5.2 -3.7+7.3
a-d 2.7+2.3 4.0+£2.7 2.1+%5.0 3.81£2.7 6.21+4.2
a 2.4%+3.2 3.3+£3.6 -3.0+5.4 -4.4%£5.5 -6.2+4.7
§ d -1.3+4.2 -7.0£6.5 -15.7+4.5 -13.6x+4.8 -18.6+6.0
g a-d 3.7+3.2 10.3+5.7 12.7+4.4 13.2+5.4 12.4+7.4
g
-
Z a 4.4+4.4 7.2+5.4 5.7+5.9 7.6+5.8 9.3+6.1
o A
3 d 6.7+5.1 11.5+6.8 10.0+8.4 11.1+8.8 13.8+10.0
a-d - 2.1%4.5 -4.21+4.9 -4.3+6.6 ~-3.5%£7.2 -4.6+7.3

CP; Chlorpromazine, a; end-diastolic point,

of heart muscle.

d; end-systolic point, a-d; systolic shortening

The data was expressed as mean+SEM (standard error of mean).

AR (a—d) #Fi#L L, aplUdsaTiz
HADEN (LHERNER) 2(+), TH~D
EN (LHBEOEMKE) ()L, (a—d)HEb
systolic shortening (33 % (+), W %(—)
FLTEHL”. ABBIUC EoEMED
#{t# Table lic EHTRLZ. ABTHE
A (LAD 483), *ES(LCX%EH) & 4 a, d
HIZIFIZAET, 5ABRICIBEARTENEN

1.7£2.1%, —3.1+£2.4%, *EHETIE 1.9+
4.2%,. —1.524. 0% ELERL ST ELeHh
- 72, Bl% systolic shorteningic |3 i A, *f
B LICHENE{LE@DH LT -7, BET
LABLIZIZEMT, ZOBRENETIRCP A
EREBD LN h -7, i LC BT,
XEETa, dar L THICEN, 59%iI2i3
—6.2+4.7% (N, S), —18.6+6.0%(p<0.05)



Chlorpromazine .0s « MATEIMEIC 5 2 5 BBz DT 103

on=l0
an=}

mean+SEM

1 2 3 4 5

Fig.3. Time course of CBF and QTc during int-
racoronary infusion of 0.0lmg/ml in LAD.
LAD(O—Q) LCX(O------ 0), 0.9%
NaCl{l—M). CP; Chlorpromazine;
CBF; coronary blood flow, SEM,; stan-
dard error of mean. Significantly diffe-
rent from the the pre-CP values at the
levels of p<0.05 ( *).

L7 1, systolic shortening (3 12.4+7.4%
ML, —FEABRTIEa, dubigaic
EFHICRAIL, 50%ICIZFENFNI.3£6.1%,
13.8+10.0% & 300, systolic shortening {2
—4.617.3% @A L, BB L OMICIZNT
hose5 22— — L BENELRLZ(p<0.01),
BNt xR0 BRI ILRR IR HRME &,
systolic shortening Mk %R L 72 DIZxFL,
EAB TR BLHNILRRKHRNER &
systolic shortening M43 2 HEH A L LTz,
5 FHEDLHNFEMBOELFAB L BT S
L, C B Tlirtmig Tsystolic shortening a1
K%, BABTIIHL2EHT.,

CBF i3, A# iz LCX, LAD¥ 4I3ZAE
Tho72, BETIZLCX T, ZIZAETH-
72%%, CP#EAL/: LADCIZEAERL ¥
mEIZLe, 57%I1C1314.6+3.6%(p<0.05)
nRm% 7z (Fig. 3). CETI, IEEABIR
TH5HLCX TL 34 BRI VELKREIZHEL,
5831%121211.3+5.7% nEmE Bz, —F
LADmEmKEII CPEABER L D EmEE L

mean+SEM

[ 2 3 4 5 min

Fig. 4. Time course of CBF and QTc¢ during in-
tracoronary infusion of CP 0.1lmg/ml in
LAD without systolic bulge.
LAD(@—@), LCX(@------ @), 09%
NaCl in LAD(l——®). CP; Chlorpro-
mazine, CBF; coronary blood flow,
SEM; standard error of mean. Signifi-
cantly different from the pre-CP values
at the levels of p<0.01( *+ ), and p<0.05
(=

#, 57H%IZ1384.7+28.2%(p<0.01) *EHH
g%~ L 72 (Fig. 4). D& iz, LCX, LAD
LLCHLREKNMEmEZRL, 5a#%IcizEN
ZN8.614.7%, 147.5+£30.7% DlEMERL 72,
ERNMPHENTEETH 5 QTcHE ARINEI
LCX %3 Tl3, ABT0.382+0.011, B ®T
0.38110.014, C#70.390+0.013, D & T
0.376+0.017, /- LAD $EiCI3#NFN A
#70.376+0.012, B#70.379+0.015, C &
70.383+0.015, DE£70.364+0.020 T & 1
LCX, LAD i & Lic 4 BRIcZ 28804 h
S, FZTCEMEAMCELQTcHEL(AQTT)
#ADLE, ABTNTH LCX B I UA
B LAD 8 CIIIIZAETH -2, BB
& U C#tix LAD %o QT3 ERMM % /R
L, L2OEARBICEITLEREIEXT
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Fig.5. Time course of CBF and QTc during in-
tracoronary infusion of CP 0.lmg/ml in
LAD with systolic bulge.
LAD(A—A), LCX(A----A), 0.9%
NaCl in LAD(l——M). CP; Chlorpro-
mazine, CBF;coronary blood flow,
SEM; standard error of mean. Signifi-
cantly different from the pre-CP values
at the levels of p<0.01( =+ ).
and p<0.05( » ),

Table 2. Prevalence rate of systolic bulge during
infusion of CP 0.1mg/ml with and with-

out CoQio pretreatment.

bulge(+) bulge(—)
CP 6/14(43%)  8/14(57%)
CP+CoQio 0/5 ( 0%) 5/5(100%)

CP-induced bulge formation was apparently
(p<0.01) prevented by the pretreatment of
CoQio.

CP; Chlorpromazine, CoQio; Coenzyme Qo.
D H -7, £72CP EAE» EWITIL,
Bt CP0.0Img/ml & » CP 0.1mg/ml o F»*
EIERE A K TH - 72, DEETIE, CE LK
DT LI, TOEREIZICEHLIYKT
»0, DENDAQTCcI354r1%120.083+0.016 T
% - 12(p<0.05).

L Eomm{, CPO.1mg/miEAIC LY, il
W B LRI OBEE, EROUBEERE

B — BR

Table 3. Effect of CP 0.1mg on blood gases.

Poz Pcoz PH
control CP Control CP Control CP

in vivo
dog 1 88.4 88.2 36.2 36.0 7.388 7.388
dog 2 104.6 105.1 39.2 40.0 7.362 7.362
dog 3 90.8 90.8 40.0 40.3 7.370 7.371
in vitro
dog 4 121.3 120.5 34.9 34.6 7.442 7.444
dog 5 86.9 86.9 39.8 39.5 7.387 7.385
dog 6 103.0 102.8 41.3 41.4 7.410 7.410

KWRELEIHALL. £22C, ThHDE
{bA* CoQuoRTALE THIHIH K 2 » EH 2 RETL
7z, CoQuoRTiE#%, CPHEARIOMITENREIZ,
A1A%%148.8+ 5. 2beat/min, BP 90.7 + 2.7
mmHg, CBF {3 LCX ©95.3+9.7ml/min/100g
LAD 792.0+7.8ml/min/100g, QTc (3 LCX
R T0.391+0.030, LAD#EIKT0.378+0.030
Th-7, CPO.1mg/mlizAic kD, bulge it
560 114 B3, CPHEMMmEAIC LD 146
6l (42.9%) T bulge #5828 & - DI ke
L bulge DB IIHEIC (p<0.01) b -
7z(Table 2), (EHBHERRIMR O 2 ¥ T 13 HE AL
(LAD %) »ai316.4+21.2%, d1332.8
+36.5%, systolic shortening (3 —16.44+10.9
%NELETRL, #-> CRLHDHEREERE
I3EE L, systolic shortening (24 %R L 72,
—FHIBETIE, ELER - R BRI E 5
I3FER KR EAK B HE & systolic shortening 71
RKERLZ, IR LLERELERNQTCI:
CoQuo BTALE N #8217 3, LADAET0.060
+0.054N%EMETRL, ELER & ORI
ICEZBD A o712, 72 CoQuBiB B DL
6% - BP - LCX 5 L tvr LAD o> CBF ¢, CP0.1
mg/mlEAIZ & ) CoQuoMBERE: RN L
AL BIG 5 5% bEIE BP ©—1.9+3.6
%, LAD o CBF [3118.3+48.2%, LCX o
CBF i38.6+4.7%T#% - 7=,

CPiz Lz mpH %@ # ¥ £ T Table 3
IZRL7z, CPIc kY in vivo, in vitro ¥
RTLMEF A, pHE LA YEILET, Zh
LORFICE AEAMEE & OO HINHERZE
BLEBEEZ LN,



Chlorpromazine o.(» - MATEIHEIZ & 2 A EBIC DT 105

* E 3

19644 Kelly 5 V7%, £3F & Phenothiazine %
RENDABERE  ORRERICOWTERELT
LIk, Phenothiazine #EF|.LHBMICBT 2
ELOMELIT b, 4HTIIBFEIILEM
B rnEELTERICERL T3 30T
W5ES, Lal, BEELFEREEOMFICEL
Tk, EMEORED, TREBRBROT <7
Z3.8%Phenothiazine %A ) B H.LHHREED
ELETFLNTWED, R+ RBIIITY
b Twvivs, # 72 Phenothiazine &I H
BLOBHEZIGIT2EH» S 20T LBED &
ZATEHTH B, €k CP nLHEEERBICO
Wi, W DhDBEHH BHID, FaTh
AEDTEHETLSH 5 VI RBLH 2 B2k
HWTHY, insituTHOFEIZITLALGRL L,
v, ZHBEHRE LTRSS L15HACP 5 -
blocker ¢ L THEAT 3 & iz, ELICKE
DHATA—NT I 2HEHL, ZHATa—N
T i roRRICL N CP BERDIERHFEC H
RigholelzhbZEZ NS, 22 TEE e
blocker EBB LU AT I—NLT 1> DMES
RN T B 726>, EEIRNIC CP % #k
EAL, O - MATEIRE L ERMNIEIZ L L Tl
EHRLEME®HET L2, TN 2i3CP
WKEAMERTELIUL2BL»LDHTa—LT
I BRI L AHEETTRENCKRATE, &
512 CP A & W BE %R — K CLBNET
E5ZLTHD, BEBIMANEEEXEEETS
LA ERFRNERE & LI, M pH %
BREEEICL 2B EET L EMLET
»Hb, FZTEEIZ CPERNEERE % NaClic
N mENENIZHL L THBEBEENEL
B¢ EREREIC, 5 L7z CPIc & ) Eshlki
DPH ICE kAL 2 I ERELE, =
DFER in vivo, in vitroW FTHAORETIZ BV T
L4mEFERL 7 CP g Tiinmo pH i &k
FHELLGWE L &3S, pH 8 L 2.00#
RNELERA LB,

CP nEEIIRMNFESEARIZ, BEEoaw (CP
1.0mg/kg & & *10mg/kg L & % 51> M1TE)
BOEICENH D LPEEZ, LHLL

TOENLDOEIZEHTL2EE L CEMRE 1
ml% 1) CP0.01mg 35 & tf CPO.1mg & | 72,

EBofERTIE, BP 2 CPEATULITIZAE
ThHY, LW BN 1->TH bafterload 7%
ENHBERNTEEEZ LWL, —F,CP
NEHWHE L L T p-ZEERBIERIZ, CP
RERGRICEBELGLERLL, 20,
CP0.1mg/ml#(CE) Dk A 5 2i4i1ciE, 30
BizH12% 0% e, HNBEHENFATLEHIZ
IRKRE R NEE DS & Usystolic shorten-
ing NEKEENHT, ZNE(IZ CP L BHE
B B- SERRBCRIENZ L X BIAL TH N 12,
BE CPoE g IR M4 & A B (3 total#y0.5mg/
kgt e 728>, ZoLHEE L UNBE T
B HEH AR A 01 B I iR B &6z CP & A
DREERALEETE L W, £ LTH-EE
FRBIcL b nEFELLNE, 22T, CP
0.1mg/ml & ARt EBg I £ ¢ DEME KT8]
BT <, BELHL BEEERMBKETIC
HrrE2IHNS,

CPEAMC L B.LBIMHEIL, PETIRE
6% {, B kE L% 2 51 5CP0.1mg/ml
THEABOBATLHITIERARNIERS &
UF systolic shortening ™37 # 7~ L, #2E#ic
bulgen IR % 3872, BlL CPEABTIZLH
NDIEERPRHIIER L, preload AL Ty
i Ly h b 5T systolic shorteningiits L A
WAL TWwWb 2k, BLUafterload 1213 EE
HunZ &b, CPICIZERES GBI i i
YERDHFEL, 29 LB »EE
i27% ", bulge #WmL LN DELEZ L
N5, 2512 CP0.01mg/ml & CP0.1mg/ml
TOLBRENEZL L CP0.1mg/ml THE
fbhs CP EARRE L & Il 722 kid, £
DHYER %Y dose dependent ThH 2 = & #R_EL T
v 5%, Langslet!®, Landmark!?, Aronson!®
513, 7+ ORBHERT CP .LRIEES
BT 8 L % n%E1h* dose dependent TH %
ZEERELTEY, BENERBIEKEL —HT 5,

K2 CP o L ESREROBFICEL T, it
# Alexander® 512, AOHNEFHMMRLY 3
Far FYTOZANX—EEBEICL D LR
N, KWL I3 F 0ERGEH E B 6
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P FYTOREEEBL T3, £,
LIRS LIZCP #BELZKXNOLHI Far k
) 7Tz 0BT TERNESE, Bl NADH
—CoQuo—cyt. C o activity D4 % s, 2
51 CoQuoBTMLEBIC E N TN REE N2 LR
L Cwd, #2TCCPItar FYT7TH
BEFEEROEEIINL CoQunTHimRiE
ZAoNdEHich -1, FEENRETIE CoQuo
BTALE%1213285 & » 12 CPIz & 3 bulgedd HBLAS
mHEns, ZnEEIZ CoQuuic k.0 F
ar P ToRETRE, 2N ANX—EE
EED CoQuic L NHBELLLHEHRETE S,
LA L, CPick 3.LENEEN REIL CoQuo AT
BB ENEEICBHETEL» 72, ZHERE
H o, #H5L7 CoQupCPicka:taxr
F)TOBEEEZ+SICHIHTAZ LATE
e - 12 EeE & CP L BINER E/ERIC 3
Far R TOBETEUNNLONHEET S
TREMEDE Z LD, SEIOMEI LIZED
WEFNIC L DL DR IIEETEL P52, —A,
CPic L s M FoEMIZ, BRHEROBREE
Bkl Cv 3, Langslet!Vsic fhid, SiRED
EEmMREEZESL T3P, RERTIIEM
FRIIEALTEY, LHIEETOERZ W
bW L LHERNICKRDEDIZHETHA ),
CPofifaLy ~TofEl & LT, Kwanz!®
LidpmERE T Catt» CPIcERINB Z & %,
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Effects of intracoronary infusion of Chlorpromazine on
myocardial performance, regional QTc and coronary hemodynamics
in the anesthetized open-chest dog.

Koichiro YASUHARA
The First Department of Internal Medicine, Okayama University
Medical School, Okayama.

(Director : Prof. H. Nagashima)

The direct effects of CP on the heart muscle were studied in anesthetized open-chest
dogs by intracoronary infusion of chlorpromazine (CP) to LAD in doses of 0.01 and
0.1 mg at the flow ste of 1 ml/min. At 0.01 mg/ml/min of CP, no significant changes
in the measurements were observed. At 0.1 mg/ml/min, CP caused a gradual increase
in heart rate and CBF of LAD without changes in systemic blood pressure and cardiac
output. In the LAD area, systolic expansion of the heart muscle (systolic bulge) occurred
in 6 out of 14 dogs (43%). In 8 dogs bhaving no bulge, systolic shortening of segmental
myocardium of the infused area decreased by 9.4% and end-systolic length increased,
while in the control (LCX) area, systolic shortening of the heart muscle increased marked-
ly with a reduction in the end-diastolic length. Local QTc¢ was prolonged in the LAD
area, but did not change in the LCX area. In the LAD area, more prolongation of QTc
was observed in the dogs with bulge than the dogs without bulge.

Pretreatment with CoQ1( completely prevented CP-induced bulge. No significant
changes in other measurements including QTc were observed in comparison with dogs
without CoQ1( pretreatment.

These results suggest that the effects of CP are of direct myocardial suppression
and are incompletely preoented by CoQ1¢ pretreatment.



