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I t  is 2 pleasure  fo r  me t o  be a speaker a t  t h i s  conference, to  share  
the  p d i m  with a f r i e n d  and former colleague, Merve Schumte ,  of t h e  FDA 
and a l s o  t3 have the  opportunity to  appear fo r  the  f i r s t  t i m e  with D r .  
P a r a r i e l l o  of Kyeth Lcbboratories. The t i t l e  fo r  t h i s  morning's s e s s ion ,  
"Cptinizincj the In te racc ion  Between the  Food and Drug AchninlstKatiOn and 
the  Industry",  is an i n t e r e s t i n g  one. As I was p r e p r i n g  my remarks, I 
wondered if they would be d i f f e r e n t  i f  I was giving t h i s  t a l k  to an FDA 
seminar a t  t h e  agency o r  a t  t he  Public Ci t izen  L i t iga t ion  Group, Nader's 
organization. If I was t a lk ing  t o  DK.  Sidney Fiolf of the L i t iga t ion  
G K O U ~ ,  I'm su re  that  h i s  optimization plan between FDA and t h e  Indus t ry  
would be t i e d  t o  the  concept of having open f i l e s ,  everything in  wr i t i ng  
and memoranda fo r  a l l  meetings. I f e e l  f a i r l y  c e r t a i n  t h a t  D r .  Wolf 
would wish t o  have the  opportunity t o  have e i t h e r  himself o r  one of h i s  
colleagues a t t end  any of the  meetings t h a t  they thought worthy of t h e i r  
time and e f f o r t .  Now i f  I was an FDA reviewer and was t a lk ing  about 
optimizing the  in t e rac t ion ,  I would see Industry representa t ives  
submitt ing well researched NDA f i l e s  and supplements. These Industry 
represent ives  would quick ly  understand and apprec ia te  the wisdom of my 
request for add i t iona l  s t u d i e s ,  more da ta  fo r  t he  FDA, and t h e  use of 
c e r t a i n  t e r m  and concepts i n  r e l a t ionsh ip  t o  l abe l ing  and promotional 
a c t i v i t i e s .  
be extremely he lpfu l .  On the  o ther  hand, i f  I were t o  become one of ~ r .  
P a p a r i e l l o ' s  researchers ,  I ' m  s u r e  t h a t  I would see optimization of the  
system occur when my explanation t o  the  FDA reviewer was quick ly  
understood, a l l  my views on the  r e l a t ionsh ip  of t he  da t a  to the  s tudy  
submitted were accepted without ques t ion ,  and the  agency looked most 
favorably on everything t h a t  was submitted t o  support  the  app l i ca t ion .  

They would f ind  my suggestion of a p a t i e n t  package i n s e r t  t o  

Having concluded t h a t  the  views from these  th ree  described 
,wrspectives were u n r e a l i s t i c ,  I decided t h a t  what- we r e a l l y  want t o  t a l k  
about is promoting in t e rac t ion  between the  FDA and the  Indus t ry .  
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1758 Y INGLlNG 

Optimizat ion should  occur  f o r  t h e  consuming p u b l i c  who buys t h e  d r u g s  
t h a t  are made by t h e  manufacturer  and who, through taxes, pays t h e  
salaries of t h e  FDA employess who are charged wi th  reviewing and 
2@prOVina t h e  drugs  p r i o r  t o  t h e i r  m r K e t i n g .  The p u b l i c  consumer wants  
a system t n a c  allows a drug t o  e n t r r  t h e  market as soon as p o s s i b l e  so 
that he OK s h e  ,my have it a v a i l a o l e  throuqh t h e i r  p h y s i c i a n  anyt ime they  
become 111. A t  t h e  same time they want t h e  drug t o  be  as safe and 
e f f e c t i v e  as p o s s i b l e ,  and they want t h e  reviewer a t  t h e  FDA t o  be 
c a r e f u i  in approving t h e  drug. F i n a l l y ,  they imt a market ing e f f o r t  
thac  informs t h e  doc tor  of t h e  advantages and s i d e  e f f e c t s .  

cjbviousli(, t h e  i n d i v i d u a i  p u b l i c  c i t i z e n  cannot  have a s e r i o u s  intact 
on FDA, s o  we r e a l l y  need t o  look a t  who speaks  f o r  t h e  pu13lic. 
Let us r e f l e c t  back f o r  a minute and remember t h a t  t h e  beginning of t h e  
r e g u l a t i o n  of drugs a c t u a l l y  occured i n  1902 w i t h  t h e  Virus  A c t .  (1) 
T h i s  s t a t u t e  p laced  r e s p n s i b l i t y  on t h e  P u b l i c  Health S e r v i c e  to  
guarantee  t h e  s a f e t y  of v i r u s e s  t h a t  were s u p p l i e d  to t h e  p u b l i c .  I t  was 
Eollowed i n  1906 by t h e  Pure Food and Drug P.ct which was, a t  t h e  time, 
p r i m i a r l y  concerned with a d u l t e r a t e d  and misbranded foods .  There were i n  
19C6 a number of pacent  medicines  of q u e s t i o n a b l e  s a f e t y ,  b u t  t h e  r e a l  
a r i v i n g  f o r c e  behind t h e  p s s a g e  of t h e  1906 A c t  was Upton S i n c l a i r ' s  
book, The J u n g l e ,  which d i s c u s s e d  t h e  d e p l o r a b l e  c o n d i t i o n s  i n  t h e  
Chicago stock yards .  Under t h e  1906 Act t h e  FDA had t h e  a u t h o r i t y  t o  
seize a misbranded o r  a d u l t e r a t e d  drug and remove i t  from t h e  markec, b u t  
t h e r e  was no p r e c l e a r a n c e  system. 
t o  F2A and say  t h a t  they were p lanning  on market ing a p a r t i c u l a r  drug.  

The manufacturer  d i d  not  need t o  come 

In  1938 3 new Food anci Drug .kt ( 3 )  was passed r e p l a c i n g  t h e  1906 
Act. A t  that  time, a pharmaceut ical  f i r m  i n  Tennessee had as  its c h i e f  
researcher  a pharmacis t  named Watkins. The wonder compounds of  t h e  day 
were S u l f a .  As you a l l  know, s u l f a  is n o t  a product  t h a t  d i s s o l v e s  i n  
water ,  t h e r e f o r e ,  t h e r e  was not  a p e d i a t r i c  dosage form of s u l f a  
a v a i l a b l e  t o  t h e  phys ic ian .  Mr. Watkins, d u r i n g  some experiments ,  mixed 
s u l f a n i l a m i d e  wi th  a v e h i c l e  and came u p  wi th  a n  e x c e l l e n t  pharmaceut ical  
p r e p a r a t i o n .  The s u l f a  r e a d i l y  d i s s o l v e d ,  gave good color,  was comple t ly  
mixed and t h e  tas te  was f i n e .  The tas te  test was done by p l a c i n g  some on 
t h e  end of t h e  tongue. The f i r m  rushed t o  market w i t h  t h i s  new wonderful  
E l i x i r  wi thout  doing any tox ico logy  t e s t i n g .  Unfor tuna te ly ,  t h e  v e h i c l e  
for  t h e  s u l f a n i l a m i d e  was d i e t h y l e n e  g l y c o l ,  which is more r e a d i l y  known 
a s  a n t i - f r e e z e .  Die thylene  g l y c o l  w i l l  d e s t r o y  t h e  kidney, and 
consequent ly  a number of  people  who r e c e i v e d  t h e  product  d i e d .  
passage of t h e  1938 Act q u i c k l y  fol lowed.  I t  requires any manufacturer  
who was in t roducing  a "new drug" i n t o  t h e  market p l a c e  to  prove to  t h e  
FDA t h a t  t h e  product  was s a f e .  The manufacturer  needed o n l y  to submit  
t h e  d a t a  and g i v e  t h e  FDA time t o  n o t i f y  i f  it had any problems. The 
burden was on t h e  FDA t o  t e l l  t h e  manufacturer  no t  t o  go t o  market. I f  
t h e  FDA f a i l e d  to  do anyth ing ,  then t h e  manufacturer  was p e r m i t t e d  t o  
market its drug. 

The 

1 Public ~ a w  NO. 57-244, 32 stat 728 

3 Publ ic  Law No. 717-675, 5 2  Stat  1041 
2 P u b l i c  L a w  No. 59-386, 34 S t a t  768 

1902 1 
1906 1 
1938) 
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THE FDA AND THE INDUSTRY: OPTIMIZING THE INTERACTION 1759 

The 1938 Act was not amended i l n L i l  1962 when another drug was 
marketed ;thich caused serious s ide effects .  Thaliaomide ,was marketed i n  
Zurop as an extremely Safe, and also effect ive s l eepa id .  
revieier duuDted the safety of the drug, however, so t h e  manufacturer was 
delayed in mrketing t h e  products i n  t h e  U.S. 
learned tnat Thalinonide caused phocornelia, a bir th  defect i n  which 
children are  born w i t h  f l i p F r - l i k e  limbs instead of normal a r m  and 
leas.  
amendments 14) which required that  a new drug be not only "safe" b u t  a lso 
"effecxive". 

The FDA 

During t h i s  delay it was 

in reaction to  th i s  tragedy, Congress passed the 1962 drug 

Since t i a t  time we have seen Congress acting as a watchdog, reviegin? 
aqency and industy decision making i n  relationship t o  the ro le  of new 
drug approvals. Recent reviews include the  drugs Oraflex, Selacryn, and 
E-ferol. &cause the American public demands a system bu i l t  on safety 
a l m s t  every congressional nearing held on drug approval has focused on 
whether the FDA has exercised t h e  proper amount of care and overview i n  
relationship too safety before approving a drug. Seldom, i f  ever, has 
t h e  agency been charged w i t h  moving to  slowly. The FDA, through the 
Congressional oversight system, is not charged w i t h  putting more drugs i n  
the market, but w i t h  guaranteeing the  safety of those that a re  there. 

Recognizing that  t h e  FDA is charged w i t h  guaranteeing the safety of 
drugs, not with putting drugs i n  the  market place, le t  u s  go back and 
examine for a few minu tes  the four basic premises t h a t  were used by t h e  
organizers of t h i s  particular meeting. In describing the issues for th i s  
session, tile f i r s t  is that the development, production and mrket ing of 
pharmceutical products is influenced to  a substantial  degree by t h e  Food 
and Drug A&lniStKatiOn. 
correct. The manufacturer s t i l l  determines what drugs a re  t o  be 
developed and clear ly  the manufacturer has  s ignif icant  control over 
production and marketing. I t  is t rue it would be advantageous to  choose 
to  develop drugs which the agency views as break-through drugsl because 
such drugs would be subject t o  the fast-track review process of FDA, and 
it is also true that  t h e  agency has cer ta in  biases in  relationship t o  
types of products. Trying to  get an approval for a drug t h a t  reduces 
wrinkles would no doubt be a d i f f i cu l t  process. 
manufacturer is still " i n  charge" in  relationship to  the development, 
production and t o  marketing of pharmaceutical products. 
not influenced by a substantial  degree by t h e  Food and Drug 
AdminlStratiOn. 

I ,  for one, find that  premise only par t ia l ly  

The  bottom l i n e  is the ' 

That  decision 1s 

The second question is how much regulation is desirable O K  
necessary. 
regulatory system from 1906 to  t h e  present and I would suggest t o  you 
that ,  with a congressional oversight group that  includes a number of 
Senators and Congressmen interested in  food and drug matters, t h e  by-word 
i n  relationship t o  the  drug approval process today isI as i t  has been for 
a number of years, "safety f i r s t " .  The FDA can c u t  no corners in looking 
a t  t h e  question of safety.  
Democratic House, I would suggest to  you that t h e  agency needs to  be even 
more careful i n  its review process. 

I have spent a few minutes discussing t h e  evolution of the 

In fac t ,  with a Republican Cjhite House and a 

4 Public ~ a w  NO. a7-781, 76 s t a t  796 (1962) 
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1760 YINGLING 

The t h i r d  quesc ion  r e l a c e s  t o  t h e  p e r c e p t i o n  t h a t  t h e r e  is r e g u l a t o r y  
i n q y i 9 d e n c e  between larae and small f i r ins .  I would probably readi ly  
a g r e e  t h a t  i f  you t r a c k  t h e  approval  process  between l a r g e  and small 
f i r m s ,  you xould f i n d  t n a t  l a r g e  f i r m s  were A l e  to  g e t  t h e i r  a p p r o v a l s  
q u i c k e r .  However, I xwould suqges t  t o  you t h a t  it has  l i t t l e  t o  do w i t h  
t h e  -?DA and a b s o l u t e l y  noth inq  t o  do wiEh b i a s .  I th ink  t h a t  t h e  l a r g e  
f i r m ,  because of t h e i r  s i z e  and m n  power a l l o c a t i o n ,  have people who 
are  e x t r e q e l y  f a m i l i a r  wi th  t h e  FDA and t h e  i s s u e s  and concerns  of  t h e  
aqer,cy. The smaller f i r m s  because of  t h e i r  l i m i t e d  budgets ,  cannot  
a f f o r d  t h e  same type  of e x p e r t i s e  and knowledge and through o v e r s i g h t  and 
mistakes may f i n d  themselves  disadvantaged i n  r e l a t i o n s h i p  t o  t h e  
approval  process .  The FDA has  t r i e d ,  however, t o  respond t o  t h a t  problem 
by s e t t i n g  up small b u s i n e s s  manufactur ing o f f i c e s  a t  a number of its 
r e g i o n a l  o f f i c e s .  We have also seen  Congress a d d r e s s  t h i s  particular 
i s s u e .  The Drug P r i c e  Competi t ion and P a t e n t  Term R e s t o r a t i o n  A c t  passed 
t h i s  last cerm was c l e a r l y  an a t t e m p t  by Congress to  p u t  t h e  FDA i n  t h e  
b u s i n e s s  of not  o n l y  approving s a f e  drugs ,  bu t  also a s s u r i n g  t h e  American 
consumer that  t h e r e  would be less expcns ive  drugs  i n  t h e  market p l a c e .  
T h i s  new l e g i s l a t i o n  is r e a l l y  a s k i n g  FDA t o  conduct  economic r e g u l a t i o n  
because t h e  m]or s a f e t y  and e f f e c t i v e n e s s  i s s u e s  were reviewed i n  t h e  
o r i g i n a l  NDA. T h i s  is a new task f o r  FDA because i t  h a s  never  been asked 
i n  its p r i o c  a c t i v i t i e s  t o  c o n s i a e r  economic i s s u e s .  

The f o u r t h  premise l i s t e d  was t h e  concept  t h a t  a new drug  was 
approved f a s t e r  i n  wes tern  Europe than  i n  t h e  United States. That  d o e s  
noc r e f l e c t  well on t h e  FDA OK on t h e  I n d u s t r y ' s  U.S. r e s e a r c h .  
we need t o  look f o r  a mment  a t  t h e  f a c t  t h a t  many western European 
pharmaceut ical  f i r m  a r e  wholly or p a r t i a l l y  owned by t h e i r  governments 
and t h a t  t h e  r e g u l a t o r y  system i n  many of  t h e  European countries is n o t  
a s  a n t a g o n i s t i c  as  it is i n  t h e  United States. One must also recognize  
t h a t  t h e  d i v e r s i t y  of c i t i z e n s h i p  is s m a l l e r  and easier to  monitor .  I f  
t h e  FDA could  approve t h e  market ing of drugs  f o r  one small segment o f  t h e  
United states w h i l e  it monitored t h e  drug  c a r e f u l l y ,  then  you would have 
an agency t h a t  would b e  much b e t t e r  prepared  to  approve drugs  i n  a 
s h o r t e r  per iod  of time than  is now requi red .  

I t h i n k  

There is one premise which was not  l i s t e d  i n  t h e  program brochure ,  
b u t  which I b e l i e v e  may have a s i g n i f i c a n t  impact on t h e  drug  approval  
process .  Some people  have c h a r a c t e r i z e d  it as c o n t r o l l i n g  t h e  
bureaucracy,  whi le  o t h e r s  have c a l l e d  it t h e  p o l i t i c a l i z a t i o n  of FDA. 
S t a r t i n g  w i t h  S e c r e t a r y  C a l i f a n o  under P r e s i d e n t  Carter and c o n t i n u i n g  
through today,  more and more d e c i s i o n s  are be ing  made "downtown", by t h e  
Heal th  and Human S e r v i c e  s t a f f .  As i n c r e a s i n g  numbers of t h e s e  d e c i s i o n s  
are made a t  t h i s  t o p  l e v e l ,  more of t h e  drug  approval  d e c i s i o n s  w i l l  also 
r e q u i r e  a closer review. Review, no matter how well planned,  takes time, 
and time is money t o  t h e  i n d u s t r y .  
people  sought  an HHS overview f u n c t i o n  because FDA seemed unrespons ive  t o  
t h e i r  needs. 
be i n t e r e s t i n g  t o  see how e f f e c t i v e  it can be,  or whether it w i l l  become 
a b o t t l e  neck i n  t h e  f u t u r e .  

C l e a r l y  a number o f  t h e  i n d u s t r y  

Now t h a t  t h e  review system is be ing  p u t  i n  p l a c e ,  it w i l l  

I am s u r e  t h a t  i f  w e  s p e n t  some t i m e ,  w e  could  c i t e  some i n s t a n c e s  
where i t  h a s  been h e l p f u l  t o  have HHS overview and o t h e r s  where it h a s  
not  been h e l p f u l .  I cannot  s u g g e s t  to  you today t h a t  t h i s  
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T H E  F D A  AND T H E  I N D U S T R Y :  O P T I M I Z I N G  T H E  I N T E R A C T I O N  1 7 6 1  

p l i c i c a i i z a t i o n  issile has  zn answer, bur I will s u g g e s t  t h a t  you must be 
aware t h a t  much of ?DAIS d e c i s i o n  making a u t h o r i t y  has  been o f f i c i a l l y ,  
s u c h  as the s i g n i n g  of I'ederzl r e g i s t e r  n o t i c e s ,  and n n o f f i c a l i y  
t r a n s f e r r e d  co HHS. 
r e q u i r e  approval  by d i f f e r e n t  p c j p l e  t h a n  it  has  i n  t h e  past, 5r.C t h e y  
may be ?iSKin$ d i f f e r e n t  q u e s t i o n s .  
inc lude  b e n e f i t s  to  nospital cost contalnment ,  apprcva l  i n  o t h e r  
c o u n t r i e s  and t h e  r o l e  of new technology.  These a r s  s i g n i f i c a n t  
q u e s t i o n s ,  bu t  much more policy d i r e c t e d  than t h o s e  you have responded t o  
i n  t h e  pst .  

G i l d i n g  a n  MIA t h r o q h  t h e  process  i n  Khe f u t u r e  may 

New t o p i c s  t o  be  cons idered  may 

Only t i m e  w i l l  t e l l  what b e n e f i t  HHS's overview w i l l  b r i n g  

So, a f t e r  looking  a t  t n e s e  i s s u e s ,  we  might conclude t h a t ;  I n d u s t r y  
still chooses  !mere i t  h i s h e s  to go i n  r e l a t i o n s h i p  t o  its drug 
development; t h e  agency w i l l  c o n t i n u e  t o  ce guided by a s a f e t y  f i r s t  
concept ;  t h e  l a r g e r  f i r m  d i l l  p robably  a t t a i n  an approval  f a s t e r  t h a n  a 
s m l l s r  f i r n ,  ?ma; i t  w i l l  probably b e  easier t o  o b t a i n  approval  i n  
h e x e r n  Europe than it  is i n  t h e  United States.  

If t h e s e  s t a t e m e n t s  ar?  t r u e ,  then what advantage can t h e  p u b l i c  see 
C l e a r l y  i n  opt imiz ing  t h e  i n t e r a c t i o n  between t h e  FDA and t h e  I n d u s t r y ?  

t h e  r e c e n t  NDA Rewrite, which was f i n a l i z e d  as  a r e g u l a t i o n  on February 
22 of t h i s  y e a r ,  was an attempt by t h e  agency t o  open l i n e s  of 
communication wi th  t h e  I n d u s t r y  i n  r e l a t i o n s h i p  t o  t h e  drug  approval  
process .  
p rovides  t h e  p u b l i c  and t h e  medical p r o f e s s i o n  w i t h  new drugs  as  q u i c k l y  
as p s s s i b l e .  
submissions must c o n t i n u e  to  improve as new and more d i f f i c u l t  q u e s t i o n s  
are being asked. FDA c o m i s s i o n o n e r ,  Dr. Frank Young, h a s  i n d i c a t e d  t h a t  
t h e  agency is a t t m p t i n g ,  through t h e  fIDA Rewrite, to  "move i n t o  t h e  
t w e n t y - f i r s t  c e n t u r y "  i n  r e l a t i o n s h i p  t o  t h e  drug approval  p r o c e s s  and 
t o  focus on the q u e s t i o n s  and issues t h a t  are impor tan t  i n  r e l a t i o n s h i p  
to  f i n a l  approval  of a drug.  Probably t h e  g r e a t e  s tep forward a t  t h i s  
tine is t h e  s e t t i n g  a s i d e  of t h e  concept  t h a t  t h e  FDA and t h e  I n d u s t r y  
are n o t  working t o g e t h e r  to  provide  s a f e r  and more e f f e c t i v e  drugs .  
new NDA Rewrite s u g g e s t s  t h a t  t h e  agency is s e e k i n g  t o  do e v e r y t h i n g  it 
can to  reduce the b u r e a u c r a t i c  "I" d o t t i n g  and "T" c r o s s i n g  t h a t  had 
begun to c r e e p  i n t o  t h e  system. By t h e  same token,  if the  "I" d o t t i n g  
and "T" c r o s s i n g  is n o t  t h e  main f o c u s  of t h e  review, t h e  d a t a  which 
I n d u s t r y  submits must n o t  o n l y  be  a c c u r a t e ,  b u t  must also reflect t h e  
premise t h a t  t h e  I n d u s t r y  a r q u e s  i n  r e l a t i o n s h i p  to t h e  drug  a p p r o v a l  
process .  

Eoch t h e  i n d u s t r y  and t h e  FDA are seeking  a system t h a t  
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A few w e e k s  ago I heard  a p r e s e n t a t i o n  i n  which t h e  speaker s u g g e s t e d  
t h a t  t h e  answers  t o  t h e  problems were not  e a s y ,  b u t  t h e  o n l y  h o p  t h a t  
e x i s t e d  was f o r  both s i d e s  t o  talk. I would s u g g e s t  to  you today t h a t  
op t imiz ing  t h e  i n t e r a c t i o n  between t h e  Food and Drug Adminis t ra t ion  and 
t h e  I n d u s t r y  is indeed a d i f f i c u l t  p r o c e s s  and t h a t  t h e  only way such 
o p t i m i z a t i o n  can occur  is f o r  t h e  s c i e n t i s t s  no t  t h e  lawyers ,  nor t h e  
c e n t e r  heads,  nor t h e  v i c e  p r e s i d e n t s  of market ing,  b u t  t h e  s c i e n t i s t s  
t o  talk about t h e  i s s u e s  and d i s c u s s  t h e  problems. Hopeful ly  t h e y  are 
a l r e a d y  t a l k i n g  and would f i n d  my remarks r e f l e c t i v e  of what t h e y  are 
a l r e a d y  doing. 
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