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0. JECTIVE
To assess tha effoets of perhextline maleate upon rogional myocardial .

perfusicn and exerciss-induced transient myocardial ischemia in patients

with typical angina pectoris.

PATIENT SELECTION | .

The initial stud; g*cuo will be compriaed of 10 pa:iencs with angina

pectoris due to corona*y a*he*osclcrosis. Tﬁe aqgiqa pecroris will be

o8 docurented by a ca*eful his*ory, Hich ehould agree closely with chc*dcﬂ 8"

o clinical dcsc'ipt*on rarticularly as to 1ocaticn and character of the . .. 7' -

pain itself. The angina should be stable for at least 6 months. T

S

e The corsnary athercscleresis will be documented by coromary angiegram In

at least one-half of the patients and by a positive excrcise tolerance )
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srudy in all of the lpaticnts.
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in 3 romsecutive beats in a lead with 2 nermal centrol configurasien.

?,,:<i ,:T~_ " Pationes will Sc gcreenad with maximal traadmlll exeraise tesss and will
.
l;} © ba Included only L{f fachemic chest pain occuzs duting teating and 13

o .
ii o azsociatad with fgchemi: ST-gagment chauges defined by at Izasc 1 m.

-
i” of flat or dewmaleoping §7-3egzent daprossicon laating at leass C€,C08 srcconds
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Patients with a previcus myccardial fafarctinon {MI) ray be included

pravided thero i3 a measurabla differsnce between thelr resting and

exercise potassium-43 myccardial perfusion scans, Tha MI should be ac

leass 6 peonths old.

Patients {n wheon there 13 a po3gidbillity of pregnancy will be excludad

frem the atudr.

.

each patient

I

The experimental nature of the study will be explained to

9 2t AT LI L o0 L %, 507 40 EREER.

.;E:?L and informed consénc obtained, The final mumber of paticnts studied is
;.;-O‘, dependent upon analysis of the initfal study group, and 1t may beccme
57% | necegsary to Include an addi:iﬁﬁél i0 paﬁient;.

;.?' POTASSIUM-43 MYCCARDTAL TERTUSICH SCATNTUG
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The technigque, which was devaloped at David Grant USAF Medical Center,

allows the imazing of the lefs ventwicular myccardium both at rest and

Potasslum-43 when ad-

:

during the stresg of maximal rreadmill exercise.

nintstered intravenously distributes in the left ventricle In propertion

to both the regional corcnary bleed flow and the integrity of regiomal
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cell membrane function with reapect to active catlcn transpert. We have
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demenatratad tha atcearanza cf ranroducibls abnorualitles in wrrccard!
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imazeq obtalined on a reciilinear geanner £ollewing (nject

. . sivm-43 during exercise-induced anginag pectoris. Images {n the samm
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patienta o>ralned at rest ace elthe
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abnormality, Thess ahnotnal rezions of the lafc yentricular imagne
' respond to zoenes supplied by anglographically demeonatrabla sterncotic major
coronary arterfes. These resicns have involved frem 17 ta 54T of the le

vantricular imaze in the anzerior view. Current experience Includes 127

gtudies {in 72 patients., Traliminary reror:a of this technique have been

of this
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ted at sevaral sclentific meetings, An Initial reper
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tochnigue in pazients with ccronary athercsclerosls {3 curcently in press.
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PRCCETURE

T213 will be a double-blind crogsover, randomized study, During tha
) 4

gscraaning period, earch pationt will undergo control graded maxizmal

erarcisa testing to the end point of ischemic chest rain. Studies will =
be performed wizh a rulti-~lead electrode system and & motorized treadzill;

a standard Bruce protocol will be followed. Each patient will then undergo -
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control potasafum-43 myccardial scanning at rest and again at the point of .
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exercise-induced angina pectoris. Patients included in the srudy will K .

™ have an abnormal scan after exercise when compared to the resting scan.

‘ Blood pressure and heart rate will be monitored during exerciss and

av~ronriate vate-pregsure products tabulated., Erpugh treadmill testing j

wil? be done to establish a taseline exercige talerance fov each
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As patientd cnter tho stunds oo, wi Lo piven eoltler pevheniline
datly (229 rg. tabs bLloi.d.) or an fdeuldcal appearsing placebo, by

s

digtribution. The farme troataenr woll be eontinued for § weoks. AL 7

woolka inte therapy patiecnts will be excrelaed on the treadmlll to thetr

baseline hears rate. At a6 a potassiun-43 scan w done and

blood presaure and heart rate lovels will be recorded, Alter 8 wocks of
therary patients will te cnercised to the peint of angina pectoris, oz
through the entire cxnreisae  treadnllil protecol, vhen a putazsiwa-4)

scan will apain be dore alon; with a reoeorling : raze and bleod

presgurc.

After the 8 weeks of therasy, uedication will be discontinued for & weeks.
During the fourth weel: paticnts will ansain be tested eon the treadmill to
the point of angina pectoris in order to establish a new basaline heart
rate. A potassium-43 scan will Le done aftes the exercise testing.
Medication will then be dustituted and will be the oppeosite ene received

durins the [ivst 8-week peried. Emercise testing and myocardial scanning

with potassium-43 will be Lone as befeve after 7 and 8 weeks of continuous

therapy. The exercise at 7 wveeks will be at the seccond basceline heart

rate value and at & weelts will Le at manimum level.

Pricr to the tima that a potuss.oun=il

woeks-l, 7, 12, and 19, a 12-01, Lloed samsle wit 7 oanticoan:lane
will be drawn, I'lasma will Le separnted Zron packed cells and the frocen
plasma will be shipped to the Drug Metabolism Department of Merrell-ilatic. .1

Labeorataries. A urine sample (more than 120 ml.) will be collected at the
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game time and shipped frosen to Lhe Druy Meta®elism Departrent for

njalysis of metabolltes of perhexfline to confirm drupy repimen conm-
pliance wnd adequaey of the washout during the interim perl=d.  Caly
urwaxcd contalners will be uzcl.

!
Laboratery work conafstiny of a cumpleie bloed count, uriralysis and
SMA 12-60, whigh will {nclude SCOT, LI and alkaline phoaphatase, will
be dane at the stars of the study and at the end of cach & weel study

period. A resting TCC will Le done at the Deginning and end of th

-
— -

st1dy and an exercise BCC will Le doue with cach treadmil?l tes

Conconitant medlication will be listed prior te the start of the study

and either disecontinued before starting on the test drugy or kept at the

ame dosage throughout tae study, ] L

METHOD OF REPCRTTING DATA ' SRR '*F‘;_.
' ’ i ‘ . AN
= Case rerort forms will te desipned and supplied to the investigator by i R
thc-Hééit;1 Researc{‘ﬁgéierént of Merrell-YNational Laboratories. These B ‘:;i ,1?;
will comsist of£ R o . S “} B RS _
1. An alest form to bc'cuﬁplctcd and sent in as‘each patient : i“?
B enters the atudy. N
2, A 2-pape narrative history fovm which will focus mainly on '_
heart symprtoms. It will also include a gquestion en alcohol
consunmptisn, .i

3, A cardiovascrlar syotoen cxaminaticn frem which, alonp with
¥ the narrative history, is to be filled out and returmed to the

thao study..

Merrell monttcr as ecach patient enters

I
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toe &, "hn B-week evaluation form whiclh is to be 711 od oul at the

- . eond of ecach 8§ weeks duuyg perled. . It will then be seut Jdirectly
L to the Merrell mounltor. o - ' .

L 5. T0G's resting and excrclse, laboratoxry work, myecardlal per-

Sl . . . .
‘e ) fusicn §cans will be submitted teo the Merrell monitor on ST
PN L . ) -

: .?ag' v e , approwriate foras, .
[ I8 "' K i . ' .
oty el . e o : ' -
: "\ DATA MMALYSIS - - ‘ ‘
.1‘ . )
; : "The baaic statistical analv“ 15 will be done using a ersssover desipn wita
if;] cach paticnt scrving as hiis own con trol with reupcct to the ob"L*vatiunS

e during placeba and drug ﬂtudw puricds. The variables of intercst wxll ‘ e
TS o
1 v {nclude the cxercise paramelers: L e
. k*‘;,' “ . -

L . 1. Yeart rate at which pain or fatlguc occured ey
i ~ :
: : 2. BPBlood pressurce ot which pain or facipue oceurcd e
. 3. Rata prcssurc‘prcduct az which pain or fatigue cccured Cun S
N ‘. ¢ . - Lo - \« . R - . p . T “‘_v',\
: 4. Durat‘on of exereise o< T R Ly
- AL P S R RN T T IR RN
aﬂd for potassium-&B nyocarmlal image-‘“ . o
& e oo "‘?-}%‘._-,-: e PR : Co P
N e T i Prescrcc or absoncc 0£ iaLhCﬂiC lcfr vcntricular rcgion"'
[ Tl . -
. i»‘:—'. . B N e . - Z : - i . " v .
U L Pl EVtcwt and Iccation of ischcm- zones during xcrcisc. o
Additional amalysis utilysing baseline or contral information will be
dane i so indicated. ' Other comparisons ail needed for the abovn of
othor variables to further clucidasze and evaluate the rosults frem this
. o . 2 R N . N
C -

study will also be done. f~ﬁ,,w . o . I
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