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l.', Perhedl i 'ne  maleate has been demonstrated t o  be e f f e c t i v e  i n  reducing ... 
t h a  frequmc). and s e v e r i t y  of exa rc i sa  induced angina p e c t o r i s . .  Tha mech- 
a n i w  of 6 c t i o n  of t h i i  agent  is  unclear.  
a c t i m  is tha t  t h a  drug reduces myocardial ischemia vhen a givan a t r e s s  
is h p o s c d  on t h e  h e a r t ,  r a t h e r  than a c t i n g  by reducing myocardial oxygen : 

damands a t  6 given work l o a d  e a  18 t h a  cdde w i t h  c u r r e n t l y  a v a i l a b l e  
..'. ' agents .  ~ Hyocardial pe r fus ion  #canning w i t h  p o t a s s i d 3  allovs i d e n t i f i -  

c a t i o n  of myocardfaf ischemia and measurement o f  tha e x t e n t  of myocardial 
lachemla da r ing  angina Fac to r l a .  ' h a  r e sea rch  p ro toco l  h e r e i n  submitted 
is desfgned t o  i n v u s t i g a t a  the e f f e c t i v e n e s s  and mode of  a c t i o n  of p e r h l r  
i l l n a  maleata by, (a) p o s i t i v e l y  i d e n t i f y i n g  t e s t  s u b j e c t s  as having my- 
c a r d i a l  lachemla by performing e x e r c i s e  potassiure43 myocardial perfusion 
scans,  (5) a s s e s s i n g  t h e  e f f e c t  of the drug on t h a  s u b j e c t s  exercise capa- ,. 
c i t y  by q u a n t i t a t i v e  t r e a d m i l l  e x e r c i s e  t e s t i n g .  and ( c )  aasasaing t ha  
e f f e c t  of t h e  d m g  on t h e  e x t e n t  of  r eg iona l  myocardial ischemia by potas- 
aium-43 myocardial pe r fus ion  scans. Perhexi l ine maleate has been o h m  t o  
be a a a f a  6gent in animal s t u d i e s  and in use ln a l a r g e  number of human 
a u b j e c t s  during prevloua Phaxe I1 invest igat ions. '  

: , . ; , ' 4  . 2. ' Bibliography is attached.\:, No previous s t u d i e s  s i m i l a r  t o  t h e  one here  p ,>, , , ' ,. . _ . ~  - proposed have been accomplished. :.,.;-, . . . . 
.. , _,.. I. '. ,.,'., . .  :%.,.' : . . ' . ~  . . : 

j p;. 
;*. > . . 1. :  3:, Technical 'approach: 

[~i.?,: , . .  ~. . i n g  aa u t i l i z e d  in this study ia a e t snda rd  t e s t  w e d  both for screening 
8:;  ' large populat ions for evidence of ischemic heart disease.  and for f m c t i o n a  
<$ ( I  eva lua t ion  of p a t i e n t s  w i t h  houri coronary h e a r t  disease.  

r o u t i n e l y  used i n  d e t c r s i n i n g  t h e  rcsponee of p a t i e n t s  t o  t h e r a p e u t i c  man- 
ewers. 
and all r equ i r ed  emergency equipment is on hand. 
ceived in p o t a s e i d 3  myocardial ncanniag is w e l l  w i th in  acceptable  diag- 
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I ,  ' , .  ' ,  . ' ' " ~ , . . . ,\'! .: ., ..' T r k h l l l  e x e r c i s e  t e s t -  

It has been 

A physician is always in d i r e c t  aupervlsion of t h e  exe rc i se  t e s t  
Tha r a d i a t i o n  dose re- 

.~ i n o a t i c  linits, even with m u l t i p l e  s t u d i e s  being accomplished. '. 

t h i s  s tudy  is on hand. All required e.xpondable supplies r e l a t e d  to the  

a tor ics ,  the developers  of p e r h e x i l i n e  maleate. ~~ .. . 

4. Equipaent and supp l i e s :  All equipment necessary f o r  conplat ion of 

conduct of th is  s tudy  wil l  be provided d i r e c t l y  by Herrell-National Labor- 

I: . . , i .i ,' .  ,,. j .  , . ?:~ .;'' , .  . . 
5.  'Investigation'schaduls: 
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6. 

b. ; ' .Total  d u r a t i o n  of 

: fnvastigstion W i l l  begin 'a3 BOO ." raceived.'  ~ . .. . :,;!. : : , : I , ' ' *< . , ' ; , . . .  . . ,.:e; .) ;.:'.?, ' .  
8. . - .  ; 

3: 

i n v e s t i g a t i o n  vili'be approximat 




