
Department of Energy 
Oak Ridge Operations 

P. 0. Box E 
Oak Ridge, Tennessee 37831 

707089 

FEB 2 5 1985 

Dr. William E. Felling 
Executive Director 
Oak Ridge Associated Universities 
Post Office Box 117 
Oak Ridge, Tennessee 37831 

Dear Dr. Felling: 

NIFEDIPINE STUDY FOR PFIZER PHARMACEUTICALS (DOE NO. ERD 85-464) 

Enclosed is a signed original and one copy of the subject agreement which 
ORAU has entered into with Pfirer Pharmaceuticals to conduct a study on 
the effectiveness of Nifedipine in lowering blood pressure in humans with 
high blood pressure. 
etc., regarding this agreement to reference DOE No. ERD 85-464. 
for DOE control purposes only. 

Please make note on future agreements, subagreements, 
This is 

DOE concurs that this work is of programmatic interest to us and that ORAU 
should bill Pfizer for the actual costs incurred (less depreciation and DOE 
added factor). A l s o ,  as stated in your letter of February 11, 1985, DOE 
would appreciate your sending us the purchase order between ORAU and UT 
Memorial Research Center and Hospital for our approval. 

Sincerely, A 

ER-112:Spradlen 
R. Bibb, Director 
Programs and Support Division 

Enclosure: 
Agreement (original & 1 copy) 

s=-=- cc w/encl : - W. P. Snyder, CC-10, O R 4  
0 
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AGREEMENT BETWEEN 
OAK RIDGE ASSOCIATED UNIVERSITIES 

AND 
P FIZ ER PHARMACEU T I CAI, CORPORATION 

This agreement en te red  i n t o  t h i s  Isr day of Fcbpuaw 3 19q5 

by and between Oak Ridge Associated U n i v e r s i t i e s ,  Inc.  (OUU) a c t i n g  under 

agreement No. DE-AC05-760R00033 wi th  t h e  United S t a t e s  Department of Energy, 

(DOE) and Pf i z e r  Pharmaceut icals ,  a d i v i s i o n  of Pf i z e r ,  Inc. ( P f  i z e r ) .  

WITNESSETH THAT: 

WEIEREAS P f i z e r  wants a drug known as n i f e d i p i n e  t e s t e d  t o  determine i t s  

a b i l i t i y  t o  lower blood p r e s s u r e  i n  humans, and h a s  r eques t ed  ORAU t o  conduct 

c e r t a i n  tes ts  descr ibed  h e r e i n ;  

WHEREAS ORAU i s  n e g o t i a t i n g  w i t h  t h e  Un ive r s i ty  of Tennessee Nemorial Research 

Center and Hosp i t a l  (Hosp i t a l )  t o  ‘provide s e r v i c e s  and f a c i l i t i e s  needed by 

ORAU i n  t h e  conduct of such tes t s ,  and 

WHEREAS ORAU i s  w i l l i n g  t o  conduct such tes t  i f  it i s  s u c c e s s f u l  in concluding 

a n  agreement wi th  t h e  Hosp i t a l ,  

NOW THEREFORE, t h e  p a r t i e s  a g r e e  as  fol lows:  

1. The o b l i g a t i o n s  of O W  are expres s ly  condi t ioned  on i t s  e n t e r i n g  i n t o  

a n  agreement w i t h  t h e  Hosp i t a l  i n  which t o  conduct t h e  t e s t  descr ibed  below on 

t h e  drug n i f ed ip ine .  

2. CRAU agrees  t o  conduct a t e s t  s u b s t a n t i a l l y  i n  accordance with t h e  

p ro toco l  t i t l e d  “A Fourteen Week Double Blind Placebo - Contro l led  Study 



Comparing Long-Acting Ni fed ip ine  and Hydrochlorothiazide i n  E s s e n t i a l  

Hypertension" (da ted  May 7 ,  1984) which i s  a t t ached  (Attachment No. 1,) h e r e t o  

and incorpora ted  he re in .  Any a l t e r a t i o n  i n  or amendment t o  t h e  p ro toco l  must  

be a p p r w e d  i n  w r i t i n g  by O W  and P f i z e r  p r i o r  t o  such a l t e r a t i o n  or amendment 

becoming e f f e c t i v e .  

3. P f i z e r  agrees  t o  pay ORAU f o r  t h e  cos t  i ncu r red  by ORAU i n  c a r r y i n g  o u t  

t h e  t e s t s  w i th  reimbursement t o  be on t h e  same b a s i s  t h a t  DOE reimburses  ORAU 

f o r  work performed under t h e  DOE-ORAU agreement. In p a r t i c u l a r ,  P f i z e r  w i l l  be 

b i l l e d  f o r  t h e  c o s t  e lements  as  i n d i c a t e d  i n  t h e  "Budget" a t t a c h e d  (Attachment 

No, 2 dated  February I ,  198s ) h e r e t o  and made a p a r t  of t h i s  Agreement. 

It i s  understood t h a t  t h e  maximum charge t o  P f i z e r  f o r  t h i s  work w i l l  

not  exceed $61,261.00 u n l e s s  amended by t h e  p a r t i e s  he re to .  However, it i s  

a l s o  understood t h a t  when expendi tures  and commitments f o r  t h i s  work a r e  equal  

t o  t h e  s t a t e d  maximum charge,  ORAU w i l l  cease t h e  work, f i n a l i z e  the  r e p o r t  and 

submit t h e  f i n a l  b i l l  t o  P f i z e r ,  un le s s  P f i z e r  a u t h o r i z e s  i n  w r i t i n g  an 

increase i n  t h e  maximum charge. 

ORAU has determined t h a t  t h e  r e s u l t s  of t h i s  work w i l l  be of program- 

mat ic  b e n e f i t  t o  t h e  work ORAU i s  performing f o r  DOE. DOE has  concurred i n  

t h i s  f i n d i n g  and has agreed t h a t  ORAD no t  be r equ i r ed  t o  b i l l  P f i z e r  a 

d e p r e c i a t i o n  charge on DOE f a c i l i t i e s  (normally about 5 % )  nor t h e  DOE added 

f a c t o r  of 1%. 

Payments s h a l l  be made as fol lows:  

idk&.*+ '' 
- '"3 'W t h i s  agreement, Pf i z e r  w i l l  

t ed  c o s t  as  r e f l e c t e d  i n  t h e  

ed h e r e t o  and incorpora ted  

YC:i*~&&. 



15 days of receipt  of a ORAU t h a t  t h e  work 

i n  a s t a t u s  r e p o r t  

ORAU an  a d d i t i o n a l  

r e p o r t  w i l l  c o n s i s t  

of: / 
r typed)  case  r eco rds  
o t h e  i n v e s t i g a t o r  by 

tests,  s t u d i e s  

3. Statement nce w i t h  o t h e r  a s p e c t s  of t h e  
c l i n i c a l  p r o t o  wi th  i n d i v i d u a l  p a t i e n t s .  

ORAU t h a t  t h e  work 

i n  a s t a t u s  r e p o r t  

submit ted w i t  w i l l  pay O W  an  a d d i t i o n a l  

1 es t imated  cos t .  

i r t y  ( 3 0 )  days of 

4. The p a r t i e s  a g r e e  t h a t  each r e t a i n s  a l l  l i a b i l i t y  f o r  t h e  a c t s  o r  

omissions of i t s  employees, agents ,  and o f f i c e r s  except  t h a t  P f i z e r  agrees  t o  

pay t h e  c o s t s ,  i nc lud ing  t h a t  of t reatment  of i n j u r y  t o  p a t i e n t s  i n j u r e d  i n  o r  

as a r e s u l t  of t h e i r  p a r t i c i p a t i o n  i n  t h i s  s tudy ,  and all l i a b i l i t y  r e s u l t i n g  

from or connected w i t h  i t s  products.  

5 .  In t h e  agreement which ORAU w i l l  a t tempt  t o  o b t a i n  wi th  the  Hosp i t a l  i n  

which t o  conduct t h i s  work, O U U  w i l l  seek t o  have t h a t  i n s t i t u t i o n  agree  t o  

r e t a i n  a l l  l i a b i l i t y  f o r  i t s  employees, o f f i c e r s ,  and agen t s  and a l l  l i a b i l i t y  

r e s u l t i n g  from or  connected wi th  i t s  products.  Obtaining such  an agreement is 



a cond i t ion  precedent  f o r  t h e  present  agreement. Case r e c o r d s  on each , 

p a r t i c i p a n t  i n  t h i s  s tudy w i l l  be generated by the  Hosp i t a l  i n  which t h e  

p a t i e n t s  will be examined, etc.  These r eco rds  w i l l  inc lude ,  among o t h e r  

t h i n g s ,  t h e  da t a  d e s i r e d  by P f i z e r  on t h e  r e s u l t s  of t h e  drugs on t h e  

i n d i v i d u a l  p a t i e n t s .  These r eco rds  a re  t o  remain t h e  proper ty  of t h e  H o s p i t a l ;  

however, P f i z e r  w i l l  be fu rn i shed  a case r e p o r t  on each p a t i e n t .  

6 .  P f i z e r  hereby g r a n t s  ORAU the r i g h t  t o  pub l i sh  r e p o r t s ,  t e c h n i c a l  or 

s c i e n t i f i c  papers  or o t h e r  p u b l i c a t i o n s  a r i s i n g  from or r e l a t e d  t o  t h i s  work or 

i t s  r e s u l t s  provided t h a t  such p u b l i c a t i o n  does not i d e n t i f y  ind iv idua l  

p a t i e n t s .  P f i z e r  w i l l  be fu rn i shed  a copy of any manuscript  t o  be submitted 

f o r  p u b l i c a t i o n  and have t h r e e  months in which t o  provide any comments- 

sugges t ions  on t h e  manuscript .  

7 .  This  agreement may be terminated by e i t h e r  pa r ty  t h i r t y  (30) days a f t e r  

In such case, ORAU w i l l  be paid i t s  cos t  of r e c e i p t  of a n o t i c e  t o  te rmina te .  

performance through t h e  t e rmina t ion  da te .  

8. It i s  understood and agreed  t h a t  t h i s  agreement i s  en te red  i n t o  by ORAU 

f o r  and on behalf  of t h e  Government; t h a t  t i t l e  t o  all s u p p l i e s  fu rn i shed  

hereunder by t h e  S e l l e r  s h a l l  pass  d i r e c t l y  from t h e  S e l l e r  t o  t h e  Government, 

as purchaser ,  a t  t h e  po in t  of d e l i v e r y ;  t h a t  O W  i s  au tho r i zed  t o ,  and w i l l  

make payment hereunder from Government funds advanced and agreed t o  be advanced 

t o  i t  by t h e  DOE, and not from i t s  own assets,  and admin i s t e r  t h i s  Order i n  

o t h e r  r e s p e c t s  for t h e  DOE, un les s  o therwise  s p e c i f i c a l l y  provided f o r  h e r e i n ;  

t h a t  a d m i n i s t r a t i o n  of t h i s  O r d e r  may be t r a n s f e r r e d  from O W  t o  t h e  DOE o r  

i t s  designee,  and i n  case of such t r a n s f e r  and n o t i c e  thereof  t o  t h e  S e l l e r ,  

ORAU shall have no f u r t h e r  r e s p o n s i b i l i t i e s  hereunder;  and t h a t  no th ing  h e r e i n  

shall preclude l i a b i l i t y  of t h e  Government for any payment proper ly  due 

hereunder,  i f  for any reason  such payment i s  not  made by ORAU from such 



Government funds . 
9 .  P f i z e r  w i l l  supply ORAU with  all drugs necessary  t o  c a r r y  out t h i s  

agreement. The drugs  are t o  be provided t o  t h e  Hosp i t a l  a t  t h e  fo l lowing  

address  : 

The Unive r s i ty  of Tennesse 
Department of Family Medicine 
Memorial Research Center and Hosp i t a l  
1924 Alcoa Highway 
Knoxvil le ,  TN. 37920 

For: Dr. James E. Crook 
c /o  Dr. George S h a c k l e t t  

P f i z e r  warrants t h a t  such drugs w i l l  be f r e e  from a l l  de fec t s .  

10. No member o f ,  or d e l e g a t e  t o ,  Congress or r e s i d e n t  Commissioner s h a l l  

be admit ted t o  any s h a r e  o r  p a r t  of t h i s  Agreement or any b e n e f i t  t h a t  nay 

ar ise  therefrom; bu t  t h i s  p r o v i s i o n  s h a l l  no t  be construed t o  extend t o  t h i s  

Agreement i f  made w i t h  a co rpora t ion  for i t s  gene ra l  bene f i t .  

11. P f i z e r  w a r r a n t s  t h a t  no person or s e l l i n g  agency has been employed o r  

r e t a i n e d  to s o l i c i t  or secure  t h i s  agreement upon a n  agreement or understanding 

for a conmission, percentage,  brokerage, or cont ingent  f e e ,  except ing  bona f i d e  

employees o r  bona f i d e  e s t a b l i s h e d  commercial o r  s e l l i n g  agenc ie s  maintained by 

P f b e r  for secur ing  business .  For breach or v i o l a t i o n  of t h i s  warranty,  ORAU 

or DOE s h a l l  have t h e  r i g h t  t o  annul  t h i s  Agreement wi thout  l i a b i l i t y .  

12. It i s  expres s ly  agreed by t h e  p a r t i e s  h e r e t o  t h a t  t h i s  Agreement super- 

sedes  any and a l l  previous agreement o r  agreements and c o n s t i t u t e s  t h e  e n t i r e  

and only agreement between t h e  p a r t i e s  r e l a t i v e  t o  t h i s  Work; t h a t  t h e r e  a r e  no 

o t h e r  agreements,  unders tandings ,  or covenants between t h e  p a r t i e s  h e r e t o  o f  

any kind, na ture ,  or d e s c r i p t i o n ,  expressed or impl ied ,  which have not been s e t  

forth here in .  

I O f 9 3 b l . l  



. .  

13. P f i z e t  ag rees  t h a t  t h e  only use i t  w i l l  make of t h e  name Oak Ridge 

Associated U n i v e r s i t i e s  or ORAU w i l l  be as  t h e  au tho r  of r e p o r t s  formal ly  

submit ted by ORAU i n  accordance w i t h  A r t i c l e  14. 

14, O W  ag rees  t o  d e l i v e r  two copies  of a r e p o r t  summarizing t h e  r e s u l t s  

of the study. 

15 .  Any inven t ion  f i r s t  conceived or reduced t o  p r a c t i c e  under t h i s  

Agreement w i l l  be s u b j e c t  t o  t h e  pa t en t  p rov i s ions  of t h e  DOE/ORAU Agreement 

16. Nei ther  t h e  Government, t he  DOE, O W ,  nor persons a c t i n g  on t h e i r  

behalf  makes any warranty express  or implied (1) with r e s p e c t  t o  t h e  accuracy,  

completeness o r  u se fu lness  of any informat ion  fu rn i shed  hereunder ,  (2)  t h a t  t h e  

use of any such i n f o m a t i o n  may not  i n f r i n g e  p r i v a t e l y  owned r i g h t s ,  ( 3 )  t h a t  

t h e  s e r v i c e s ,  materials, o r  in format ion  fu rn i shed  hereunder  w i l l  not  r e s u l t  in 

i n j u r y  o r  damage when used for any purpose, ( 4 )  t h a t  t h e  s e r v i c e s ,  m a t e r i a l s ,  

o r  i n f  onnat ion fu rn i shed  hereunder  w i l l  accomplish t h e  intended resu l t s  o r  are 

safe for any purpose inc lud ing  t h e  intended purpose,  ( 5 )  t h a t  m a t e r i a l s  

accepted f o r  a n a l y s i s  or o t h e r  service w i l l  no t  be destroyed,  l o s t  or otherwise 

a l t e r e d  i n  phys i ca l  o r  chemical p r o p e r t i e s ,  ( 6 )  nor s h a l l  any implied warranty 

of merchantabi l i ty  o r  f i t n e s s  f o r  a p a r t i c u l a r  purpose apply.  Nei ther  t he  

Government, t h e  DOE, O U U ,  nor persons a c t i n g  on t h e i r  behalf  w i l l  be respon- 

s i b l e ,  i r r e s p e c t i v e  of causes ,  f o r  f a i l u r e  t o  perform t h e  s e r v i c e s  or f u r n i s h  

t h e  m a t e r i a l s  or in format ion  hereunder a t  any p a r t i c u l a r  t i m e  or  in any 

s p e c i f i c  manner. 

17 .  This  agreement i s  of no f o r c e  or e f f e c t  u n t i l  approved by t h e  

Department of Energy . 



\ 

M WITNESS WHEREOF, the parties  have executed t h i s  agreement a s  of the day 

and year f i r s t  above written.  

DATE 
1 



A FOURTEEN WEEK DOUBLE BLIND 

PLACEKLCONlROLLED STUDY COMPAMNG 

LONG- ACmNG NFEDLPINE TO HY DRKKLOROTfIIAZIDE 

6.: - IN  FSENTiAL HYPERTENSION 

.. 



NIFEDIPINE 

1. PRINCIPAL INVESTIGATOR: 

I1 

#,.. 

111. 

1s. 

.* 
Y .  

.. ' . .  

INTRODUCTION: 

ProcardiaR (nifedipine) is a slbw c h m n e l  calcium blocker t h a t  h a  been studied 
extensively in t h e  Unired Sta tes  and throughout t h e  world for r r e i t m e n t  of 
numerous cardiovitscular disease states and is currently marketed in zpproxi- 
mately 50 countries. I t  wzs approved by t h e  FDA for t h e  treatment of 
vcsospastic and re f rac tory  chronic stable angina pectoris in 1982. Nifedipine's 
anti-hypertensive effect has  been documented in several  publications. (Editoriel, 
Archives of Internal Medicine, Voj. 141, No. 7, P. 843, Sune 1981; Thibonnier, M. 
et. al., European 3ournal of Cliniczl Pherrnacoloey, Vol. 17, pp. 161-164, 1980; 
Guintoli, F., et. al., Current  TneraDeurlc Research, Vol, 30, No. 4, October 1981; 
Pedersen, O.L., et. ai., Journal of Ctroiovzstular  Pharmacology, Vol. 2, pp. 357- 
366, 1980; Mueller, H.S., et. al., PhzrrnzcorheraDy, Vol. 1, pp. 78-94, 1981; Beer, 
N., et. al., Chest,  Vol. 79, NO. 5 ,  pp. 571-574, NIzy 1981). Nifedipine's. 
mechanism of zct ion is r e l t t ed  to  its vtsodilatory tffeci achieved through t h e  
blockade of calcium ion influx into t h e  smooth muscle cells of the  vzscularure. 
The antihypertensive effect of nifedipine is repid in onset arrd persists for 8 to  12 
hours. In published reports i t 'hzs  been shown t o  be e f f ec t ive  in the t r ea imen t  of 
hypertension secondzry t o  multi?le etiologies. Furthermore,  since nifeaipine is 
not  a beia blocker, it may be a more ef fec i ive  and versat i le  anti-hypertensive 
cgent  in pat ients  with lefi-yentriculzr failure,  bronchospzsm, or conduction 
zbnormzlities. Tnus, nifedipine rney be e valuable iherapeurjc  egenr in The 
t re i i iment  of hypertension. 

- 

0 5  JECTIVE: . 
T o  determine  t h e  the r tpeu t i c  efficzcy of t h e  long-acring izb le t  f o r n u k r i o n  of 
nifedipine compared 7 0  hydrochlorothiuide (HCTZ) and TO placebo in t h e  
rna-egement of mild essential  hypertension in outpatienTs. 

LENGTH OF STUDY: 

Each pat ient  will be srudied for  E nexirnum of 1 4  weeks, consisiing of a one 
uteek iE?ering of f  cu r ren i  medicti ions,  a Three week placebo baseline, a two 
uvetk tisrerion phase znd an eighi  week ef f icacy  phase. 

NUMBER OF SUBJECTS: 

30 parienrs will complere  ;he s x a y  E; e2ch sire. This s ~ u d y  is being conducted 
ZT multiple sires. 

._ 
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VIII. 

\ 1 

INFORMED CONSENT: 

The risks and benefits of participzting in t h e  study will be explained t o  each 
patentizl  subject prior to  eniering into t h e  study. Written informed consent is 
2150 required prior to  study entry. Pfizer will provide a sample informed consent 
form. The final form must be approved by Pfizer;  it must contzin at lersr all  t h e  
elements in t h e  sample fo rm in ianguege readily understood by the  subjects. The 
rcctipr of informed consent wilI be recorded in each  subjec:'s cese record. The 
signed consent form y i l l  be  retained by t h e  investigator. 

1NS~TUTIONA.L REVIEW: 
I . 

Prior TO shipment of study medication, the invcstigaror will provide Pfizcr with 
writ ten documentation t h a t  t h e  study prozocol znd informed consent forms have 
been approved by t h e  appropriate institutional review commit tee .  Addirionally, 
t h e  DHHS assurirncc number or the  names and occupations of commit tee  
members will be  provided. 

CRITERIA FOR P A ~ E N T  INCLUSION: 

A. 

8. 

C. 

D. 

Adults with mild hypertension aged 21 or older 

Mzles, or femzles who Ere beyond childbeztring potent ia l  (ponmenopausal 
or surgicrlly steri l ized).  

j-iyperrension 2s defined by 2n everage of two aiestolic blood pressures in 
t h e  rznge of 95-105 mm Hg (off 211 antihypertensive mediczlion) in ihe 
sit t inn position, documenTed on i w o  seDtrzte occasions drrring the  placebo 
run-in.Ct?.-,hezndTo~e~~s-Z-L7d 3,-se-e S e . f i 5 . :  
7 

Hypertension which is not czused by t h e  following condirions: 

1. Hyperaldosteronism 
. 

2. Pheochromocytoma 

3. Renal a r t e ry  srenosis 

4. Cozrcration of she zor ia  

5. m h i n g ' s  diseese a? syndrome 
/' 



. -\ 

IX. EXCLUSION CRTl iRIA: 

A. Women of childbearing potential  

B. Concomitant therapy with agents thaf zre not...being prescribed as 
antihypertensive therapy but t h a t  have entihypertensive effects or with 
zgents that cause systemic vzsodilation such as t h e  use of long acting 
ni t ra tes ,  be t a  blockers, or czlcium chinnel  blockers 

C. Therapy with another investigational drug within t h e  previous month 
# 

i3. Angina pectoris or intermit tent  claudjctt ion 

Q 

-0 
w 
mJ 
Q 

E. Concurrent serious disease 

F. Presence of card iac  decompensation 2s evidenced by the  presence of 
clinical hear t  failure,  left ventricular hypertrophy on electrocardiogram, 

Presence of liver disezse or hepat ic  dysfunction as evidenced by hisiory or 
by the  presence of rbnormal live: function tests 

Presence of renal decompensetion es evidenced by B serum creat inine of 
g re r t e r  than  2.0 mg/dl and/or blood urea of 50 mg/100 ml or above 

Presence of or thosiat ic  hypotension due t o  autonomic dysfunction and 
unrelated t o  medication or dehyorztion 

Myocardial infarction or cerebrovescular accident within t h e  previous six 
months 

Evidence of end orgen (ophthelmic-C;zde I11 or IV, renel or cardiac) 
damage 

E .  serious arrhythmia,  or greater  than second degree hear t  block 

G. 

H. 

I. 

3. 

K. 

i. Significent psychiatric disorder 

h3. 

N. 

Known previous intolerance t o  nifedipine 

Slood donation during t h e  s a d y  period or one monih preceding entrance 
into the  s n d y  

C. Gross obesiry 

?. Chronic diarrhea (including tr hisro:y cf ulcerative colliis or regional 
en ter  itis) 

%istory of documenred divetticu!Itls, pzr t ia l  or complere gastreciomy or 
~ r n ~ 1 1  Sowel resecrion 

Q. 

.. 

- 3- 
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X. EXPERSMENTAL - ?OTOCOL: 

. A. General Design 

The study is designed as a double-blind, parellel t r ia l  wirh three f rea tment  
groups: placebo, HCTZ, nifedipine long act ing tab le t  lo? mulation, Patients 
may ei ther  be presently treated with antihypertensive rher tpy  or on no 
therapy but requiring it. For pziients current ly  being t rea ted  with 
antihypertensive medication, it is divided into four phzses: 

- Phesc I. 

- Phase TI. 

During the f i rs t  week of t h e  study, patients will be 
tapered o f f  all their  antihypertensive medication. 

e 

A rhree  week single-blind, placebo baseline period will follow 
during which patient compliance will be evaluated and blood 
pressures will be recorded. Pat ients  on no previous therapy will 
en te r  the study ar this phzse. 

I 

*- . Phzse 111. A t w o  week t i t ra t ion phase to  reach optimal dose. 

Phase IV. An eight week eff icacy phase of placebo vs. nifedipine vs. 
HCTZ will follow during weeks 6 through 13. 

B. Elimination of Vcriable .Factors 

1. - Diet - Patients will be instrucred t o  mzintain i k l r  current dieizry 
habits, including sodium intake, 2nd not t o  devizze from This regimen 
for t h e  duration of the  tr izl .  

Blood Pressure DeterminEtions - Blood pressure determinations will 
be made using t h e  same sphygmomanometer and  he Feilent's same 
arm througbout the course of t h e  s:udy. Four/six blood pressure 
readings will consTirute each de.ce:r=linarion as fo!lou*s: 

2. 

2. Sirting BP and hezri rzre will be tzken zfter the  patient h i s  
been in a sirrine wsir ion fcr ihree minuies. and reocazed 2 
minutes later. 

b. Sianding BP and hezri rz fe  will be taken a f ~ e r  zhe parient h a  
been in a fully erec: x s i 5 o n  for rhree minu:es, End reoeaTed 2 

* 

minvies larer. 

If the  difference Seiseea :he i w o  si:fing or rhe wo s;sncing 
d i u i o l i c  rezdings Is gree;er thzn 10 mm iig, E ihird rnersure- 
ment will be Taken. 

- All blood pressures should 3t recorded in the  cese report form. 



. -  
C. 

D. 

I 

1. On day 1 of Phase I p t i i t n t s  will have the  following evaluations: 

a. 
b. Weight 
c. Sin ing  and stending blood pressure (as described in kc. 

d. 
e. SMh-18 or -20 I 

f .  Urinalysis 
g. Standard 12-lead ECG 
h. 

Complete  history and physiczl examinat ion 

X.B.Z.), heart r a t e  
CBC with diffcrentizl  t n d  pletelet  count 

I 

Chest  X-ray - PA and la teral  

Patients will be tapered off all their  antihyperrcnsive medication over one 
week. (Each investigator will determine t h e  manner of tapering depending 
on the  patient’s cur ren t  regimen.) 

2.’ The pat ients  will re turn at the  end of week-1, st which t ime the  
evaluations listed below will be performed. 

a. Sitt ing and standing blood pressure (u described in Sec. X.B.21, 
h e a r t  rr te 

b. Adverse experiences evalu2tion. 

Phase TI - P12cebo 3 s e l i n e  PhEse (Weeks 1, 2 2nd 3) 

Patients not  on previous anzihypertensive t r ez imen t  will en te r  she study at 
this point and will have t he  evaluations described under Stct ion C.1. All 
pa7ients will be given placebo iable:s znd Listructed TO rake  one of each 
t sb le t  (one is E placebo of the diuretic and one is a placebo of nifedipine 
tablet) each dzy immediately following- b r e ~ k f z s t  for the  following seven 
days. A t  t he  end of t h e  first  week of t h e  placebo beseline period, t h e  
patients will r e w r n  and receive additional Tablets and The same 
instructions. On t h e  d z y  of Their refurn visit 2% rhe end of weeks 2 and 3, 
t he  petients %ill be insirucied not t o  t ake  she teblet E t  h o n e  but  TO zrke i t  
in rhe cl inicjoff ice  a f t e r  blood pressure 2nd he-*’ ab b rate meuuremenfs  ere 
teken. The fo!lowing eveiuzrjons will be  performed a t  T ~ P  end of weeks 2 
2nd 3: 

1. Sirring and s:anding blood pressure es described in (Sec. X .  B.2.1, 
hear: r21e 

2. Adverse experience evz~uar ion  

’ 

3. Parjent drug conpljance 
4 .  Blood chemisTry (ShlA-13 or -20) (end of week 3 only) 
5. 6. 7.f weigni * (end 0: week only) 
7. 

Urinalysis (endof week 3 only) 

Phpsiczl exxninz:ion (end of week 3 only) 

- 5- 



I. . '  
I 

E. Criteria to  Advancement to  PhEse TI1 

At t h e  end of week 3 t he  pztient will be evaluated to  determine if t he  
following cr i te r ia  are met  in order for t h e  p a r i e n t t o  advance. 

1. Blood Pressure Stabilization: The petient's zverage sit t ing diastolic 
blood pressure w recorded both et t he  end of week 2 and at the  end 
of week 3 must be within t h e  95 - 105 mm Hg. range. 

Compliance in placebo run in (Ph&e n> between 80-1 10%. 
, ,  

2. II 

If these c r i te r ia  are not met,  t h e  pct ient  will be dropped f rom t h e  study. 

F. Phase IIl - Dose Titration Phase (Weeks 4 and 5 )  

1. Enrry 
# .  .. 

Patients  meeting all cr i ter ia  for entry into this p h v e  will be us igned  
a study number and receive their  initial medic2tion using a computer- 
generated randomirztion code. Patients nor meeting al l  entry 
c r i te r ia  will receive a study number from 2 different  set beginning 
with 101. 

2. Design 

Pat ients  meeting en t rance  cr i ter ia  will be assigned to  receive 
placebo, 30 mg nifedipine tab le i s  or  25 mg of hydrochloro*h' L iztiae. 
(70 preserve blindness, "double-dummy" placebo will be used.) At t h e  
end of week 3, t h e  pet ients  will receive rhese srudy drugs. They will 
d l  be instructed t o  Take one of each tab le t s  each  dey imrnediarely 
after bre&fzst  s tar t ing the  follawing morning (first  day of h z s e  110. 
At t h e  end of week 4 t h e  petients will re turn for  En evzluazion oi :he 
following: 

2. Sitting and stznding blood pressure (2s described in kc. 
X.B.Z.), hea r t  r a t e  

b. Adverse experience evzluaiion 
c. Drug compliance by pill count 

If pat ients  have had no signlficznt &verse experiences on rhe s~ud;.  
medications and their  zverage dies7olic blood p:essures zre 90 mm iig 
or gree te r ,  they will receive t h e  higher dose of ezch  medicziion (a 
60 mg nifedipine tablet ,  or e 50 mg HCTZ t sb le t  or  The approprjzre 
plzcebo) for one week. If the  average diasioljc blood pressure is.less 
i h m  90 mm Hg, then They will remein on their  present dose for one 
week.  

L 
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At t h e  end of week 5 t h e  patients will re turn for an evaluation of t h e  
following: 

a. Sitting znd standing blood pressure r . .  and hear t  rate (see Sec. 
X.3.2.). ', . .  

b.' Adverse experience evaluation * 

c. 

If t h e  pat ients  taking the lower dose of medication have sad no 
adverse experiences and their dizstolic blood pressures are 90 mm Hg 
or greater ,  they will receive t h e  higher dose of medication (a 60 mg 
nifedipine t ab le t  or a 50 mg HCTZ t ab le t  or t h e  "higher" placebo) for 
t h e  completion of t h e  study. Pat ients  d r e a d y  receiving t h e  higher 
dose of smdy medications who have had no adverse experiences will 
remain on this dose for t he  completion of t h e  study. Those patients 
whose blood pressure is less thzn 90 rnrn Hg will remain on their  
present dose. 

Drug compliance by pill count  

& .  .. 

C. Phase IV - Eight Week Efficacy Phzse (Weeks 6-13) 

The pat ients  will re turn  a t  t h e  end of weeks 7, 9 and 13 at which time 
evaluations will be performed: 

Standing and sit t ing blood pressure end hez r t  r2te (as described 
in Sec.X.3.2.), hea r t  rate.  
Adverse experience and drug compliance will be evaluated. 

2. 

b. 
c. SMA-18 or 20 
d. Week 13 only 

1) phys ic4  examination c 

2) weight 
3) 
4) urinalysis 
5)  Standard 12-lead ECC 

CBC with differentiel  platelet  count 

A repea t  ches t  x-ray will be done only if i t  is medicrlly indiczted. 

If during the  efficzcy portion of PhEse I V  t h e  parienr's drug compliance 
falls to  less than  80% or exceeds 11096, the  pat ient  will be permizred t o  
continue in the srudy for 1 week. AT the end of the week the  pztient will 
re turn f o r  a visit t o  eva lua te .  whether cornpi j rnct  is improved. If 
compliance is - not  improved t o  grea te r  rhan 80% or less thin 110% ;he 
patient muSi be disconrinued for poor compliance. 

If adverse experiences s r e  encountered End the  parient wishes t o  continue 
in i h e  study, The invesrigetor has rhe o?;ion of continuing ?herz?y a? t he  
same doszge level t o  s e e  if adverse syn?tomarology resolves in :he C O ~ T S ~  
of :he iollo.w*ing week. If adverse r e a c i j ~ n s  occur in patients i&ing the  
higner Gost of srudy rnedlcrtion, ;he doszge mry be d e c r e s e d  ;o The lower 
dose. During i h e  eff iczcy phse ,  the dose may no5 be increaied. 

- 7- 
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. xi. MEDICATIOfl: 

A. Randomization 

Medication will be  dispensed w placebo which .is' identically mztching to  
t h e  nifedipine tablets,  placebo identically matching to  the  HCTZ tablets,  
30 mg and 60 mg nifedipine tzblets,  and 25 mg urd 50 mg HCTZ tablets  in 
individually coded blister czrds  prepared for each patient. A double-blind 
label will be  a t tached  to  each card. Pert of this label will be removed and 
at tached t o  The patient's cLse record form so t h a t  if necessary t h e  
investigator will know what  medication the  pztient is taking. 

Pat ients  will be assigned to  t rea tment  regimens in balanced blocks by a 
computer-generated random number. 

B. Concurrent Medication 

Concurrent medications t o  be excluded a r e  listed under Section IX, 0. 

Storape and Accounting of Study Medicztion 

The investigator must s t o r e  a11 study medicetion in a secure area. 
Medication will be  dispensed under rhe direct  supervision of t he  investiga- 
ting physician. The v1te2r-offv1 portion of t he  medication label will be 
at tached to t h e  case record. A1 study medications will be  accounted for 
on the  study medication inventory sheet. All unused srudy meaiccsion, 
including all used and unused blister czrds, will be returned to  Pfizer. 

- Y' - 
C. 

XII. DISCONTINUATION OF PATIENTS FROM THE STUDY: 

PaTients may be discontinued if any of t he  following occur: 

A. Intolerable or severe adverse experiences relzted t o  significant blood 
pressure reduction, 

B. Other s ignif icmt drug related adverse experiences, S 

C. Reduction of blood pressure t o  levels rhe  inveszigator believes is dctri- 
mental t o  pzrient saftry, or elevaiion of The zverage dizstolic blood 
pressure t o  a level grez;er t h m  105 mm Hg, 

Inadequate blood pressure reducrion by week 9 

Any reeson which, in t h e  investigeior's o?inion, will jeopardize the  pazient's 
ca re  in t h e  t r ia l  (eg., severe  intercurrent illness), 

A; rhe Time of discon:inutrion, the clinical summary must be complered. 
In aadirion, The tests outlined in Seciion X.F., 1-3 should be completed. 
Appropriare Ekerna te  the r rpy  ;nzy :hen be iniriare5. 

D. 

E. 
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. .  XIII. SAFETY: 
All patients will have a complete  history, physical examination, and laboratory 
evaluation before entering the  trial. This complete  testing will be repeated at 
t h e  end of t h e  eff icacy phzse of study drug therapy.., .: Laboratory abnormalities 
will be commented on and/or repeated until t h e y ' r e m r n  t o  baseline values or 
normalize. 

The incidence and severity of all observed or volunteered adverse experiences 
will be recorded by t h e  investigator at each examination during all phases 8 of t h e  
study. d 

If pat ients  drop out  of t h e  study, t he  reasons for this must be thoroughly 
explained and documented in t h e  clinical summary report. 

If t h e  anend ing  physician judges tha t  optimal CZTC would be jeopardized by 
continuing a pat ient  in t h e  trial, t h a t  p t t i en t  should be  removed from t he  study. 

*- 'If -the investigator withdraws patients f rom t h e  study due to  serious adverse 
experiences, significant laboratory abnormalities, or  for sny reason, the  circum- 
s tances  and d a t a  will be clearly documented on the  crse report  forms. The 
investigator will supply documentation of t h e  medical follow-up of pat ients  
dropped due to  severe,  unanticipcted or drug-related adverse experiences. 

The investigator agrees  t o  inst i tute  procedures t o  ensure his availability to  t h e  
patient and/or t h e  petient's regular physicim should significant untoward 
react ions or problems occur during the  siudy and t o  make these procedures 
known t o  those individuals at t h e  t ime  of en t rance  into the  study. 

Serious adverse experiences and dezihs  should be reported to t h e  medical 
monitor C u e n  Heller, M.D., (212) 573-3265 (days) or  (212) 573-7936 (nights and 
weekends) within 24 hours. - 

XW. RECORDS: 

A set of individual case report forms which have been approved by both the  
sponsor and t h e  investigators will be kept for each patient. Dara recorded will 
include complete  history and physical excminations, laborztory d t t a ,  chest  X-ray 
2nd all  ;he clinical parameters  specified ebove. 

All report  forms  will b e  kept up t o  dE;e 2nd will be submitted t o  t h e  sponsor ai  
reguliir intervals. The sponsor will review the  dzra  et intervels during the  siudy. 

XV. APPROVAL 

I, M.D., egree i o  conduci this study according to  ?he above 
proTocol and i o  mzke no addi;ions andlor c h m g e s  the re to  without rhe conseni of 
;Se sponsor. 

3 inci pal h e  st ig z; 3r : 
c 5 .i 525 71 004 - C c- &:e 
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BUDGET 

A Fourteen Week Double-Blind 

Placebo-Controlled Study of Long Act ing  

Ni fed ip ine  i n  E s s e n t i a l  Hypertension 

I n i t i a l  v i s i t - p a t i e n t  h i s t o r y  1 x $270 = $270 

C l i n i c  v i s i t s  8 x $ 60 $480 

Phys ica l  e x a m  

Chest x-ray 

3 x $100 = $300 

l x  $ 6 0  = $ 6 0  

FfB 1 1985 

= $210 

2 x  

Laboratory work 5 SMA 

(CBC, SMA-12, u r i n a l y s i s )  3 CBC 

3 UA 

Electrocardiogram 

SUBTOTAL PER PATIENT = $1,320 x 30 P a t i e n t s  = $33,600.00 

ADMINISTRATIVE COSTS 

54.72 OVERHEAD EXPENSES 21.661 .OO - 
TOTAL PROJECTED BUDGET FOR 30 PATIERTS = $61,261.00 



PAYMENT SCHEDULE 

A. Pfizer will pay ORAU initially 1 2 %  of the total estimated 
cost as reflected in the document titled "Budget" attached hereto 
and incorporated herein. This payment shall be made at or before 
the initiation of the study. 

E. Pfizer will pay an additional 2 2 %  of the total estima- 
ted cost upon the completion of & of the designated work, an 
tional 2 2 %  upon the completion of 4 the designated work, an 
additional 2 2 % .  upon the completion of 3 / 4  of the designated 
work, and the final 22% upon completion of the study. The de- 
signated work will consist of: 

addi- 

1.) Legible (either handwritten or typed) case 
records representing all forms provided to the inves- 
tigator by Pfizer for completion on each patient. 

2 . )  Recording on case report forms of - all tests, 
studies and information highlighted in the protocol 
as being significant tests, studies or other infor- 
mation for purposes of such protocol. 

3 . )  Statement on compliance with other aspects 
of the clinical protocol dealing with individual pa- 
tients. 

1 0 1 9 3 1 8  



ATTACHMENT I 
TO 

PURCHASE ORDER NO. . .  

In o r d e r  f o r  Dr .  Crook t o  c a r r y  out  t h e  t e s t i n g  of n i f e d i p i n e  and i t s  ab i -  
lity t o  lower blood p r e s s u r e  in humans, a f o u r t e e n  week double  b l i n d  pla-  
cebo-cont ro l led  s t u d y  w i l l  b e  conducted.  
p a t i e n t s  i n  t h i s  s t u d y  and is expec ted  t o  have 10-15 p a t i e n t s  active a t  
any one t i m e .  These p a t i e n t s  w i l l  b e  s e l e c t e d  from p a t i e n t s  I d e n t i f i e d  
under  UT'S Family P r a c t i c e  Program. 
by D r .  Crook will b e  i n  t h e  Family P r a c t i c e  Unit (Unit)  a t  t h e  UT H o s p i t a l .  
The Unit w i l l  a r r a n g e  f o r  and p r o v i d e  t h e  following: 

D r .  Crook is t o  i n v o l v e  t h i r t y  

The actual c o n t a c t  w i t h  t h e  p a t i e n t s  

1. 

2. 

3. 

4. 

5 .  

I d e n t i f i c a t i o n  and r e f e r r a l  of sugges t ed  p a t i e n t s  f o r  t h e  program. 
The Unit w i l l  use its computer d a t a  b a s e  t o  s e l e c t  p a t i e n t s  as 
l i k e l y  p a r t i c i p a n t s  i n  t h e  program. Dr .  Crook will make t h e  f i n a l  
s e l e c t i o n  of t h e  30 p a t i e n t s  and any a l t e r n a t e s .  
t h i s  setvice is $ 

The cha rge  f o r  

The Uni t  w i l l  make a v a i l a b l e  a n  examining room with s t a n d a r d  ex- 
amining room equipment. 
male p a t i e n t s  are be ing  examined by D r .  Crook. 
t h a t  Dr. Crook w i l l  see f o u r  (4) p a t i e n t s  pe r  hour,  4-8 p a t i e n t s  
p e r  day; once a week. 

A n u r s e  shall be  p resen t  when any fe- 
It is e s t i m a t e d  

The charge  f o r  t h e s e  services will be  (a) $ p e r  hour  
for t h e  use of t h e  room and (b) $ per  hour for n u r s i n g  
services. 

The Unit  w i l l  f u r n i s h  a s e c u r e  s p a c e  t o  s t o r e  t h e  drugs  used by 
D r .  Crook i n  t h e s e  s t u d i e s .  D r .  Crook w i l l  b e  r e s p o n s i b l e  for 
t h e  inven to ry ing ,  d i s p e n s i n g ,  and ' r eco rd  keeping of ' s a id  drugs. 
The charge  f o r  this service sha l l  b e  $ 

The Uni t  w i l l  f u r n i s h  clerical  a s s i s t a n c e  such as a r r a n g i n g  ap- 
pointments ,  p u l l i n g  p a t i e n t  f i l e s ,  f i l i n g  new material from t h i s  
s t u d y  i n  p a t i e n t  f i l e s ,  r e f i l i n g  f i l e s ,  etc. 
The charge  for t h i s  s e r v i c e  shall be $ p e r  hour .  

The Uni t  will a r range  t o  d r a v  b lood  from p a t i e n t s  i d e n t i f i e d  by 
D r .  Crook and o b t a i n  SMA-18. 
The charge  f o r  this s e r v i c e  s h a l l  b e  $ 
sample drawn and analyzed.  

f o r  each 
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6 .  The Uni t  w i l l  a r r a n g e  t o  draw blood from p a t i e n t s  i d e n t i f i e d  by 
D r .  Crook and o b t a i n  a n a l y s i s  for CBC w i t h  d i f f e r e n t i a l  and 
p l a t e l e t  count.  

The charge  for t h i s  service wi l l  b e  $ 
p l e  drawn and analyzed.  

The Uni t  w i l l  a r r a n g e  t o  s e c u r e  u r i n e  samples from p a t i e n t s  
i d e n t i f i e d  by D r .  Crook and o b t a i n  a n a l y s i s  for r o u t i n e  and 
microscopic .  

The charge  f o r  th i s  service s h a l l  b e  $ 
p l e  obta ined  and analyzed.  

The Unit w i l l  a r r a n g e  for a PA and la teral  c h e s t  X-ray f o r  
each  p a t i e n t  i d e n t i f i e d  by D r .  Crook and a r r ange  for t h e  X-ray 
t o  be read by a r a d i o l o g i s t .  

The charge f o r  th i s  senrice w i l l  be $ 
ray and reading.  

f o r  each saw 

7. 

for each Sam- 

8. 

f o r  each X- 

9 .  The U n i t  w i l l  a r r a n g e  f o r  EKC's for each p a t i e n t  i d e n t i f i e d  
by Dr. Crook and a r r a n g e  f o r  t h e  EKGs t o  b e  read by a card io-  
l og i s  t . 
The charge  f o r  th i s  service w i l l  b e  $ fo r  each  EKG 
and reading.  

The r e s u l t s  of t h e  b lood  and u r i n e  tests, as w e l l  as t h e  re- 
s u l t s  of EKGs and  X-rays, are t o  be  fu rn i shed  t o  D r .  Crook as 
soon as they  are a v a i l a b l e .  

It is agreed  and unders tood  t h a t  t h e  above l i s t e d  charges  are t h e  S e l l e r ' s  
s t a n d a r d  charge for t h e  d e s c r i b e d  services. 

A copy of a l l  d a t a  gene ra t ed  on each p a t i e n t  w i l l  be made and provided t o  
P f i z e r  a t  t h e  conc lus ion  of t h e  experiment.  
t h e  p a t i e n t s  1.511 be i n c l u d e d  in h i s / h e r  h o s p i t a l  record .  

Tho d a t a  r ega rd ing  each of 


