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INDUSTRY AND FDA COLLABORATION 
TWO ROLES, ONE GOAL 

E. Debesis, *T. Byers, and 
J.C. Sheridan 

Qua1 i t y  Control Department 
Hoffmann-La Roche, Inc. 

Nutley, NJ 07110 

The FDA and the  pharmaceutical f i r m s  share a common goal - 
the  assurance o f  q u a l i t y ,  safety,  and e f f i c a c y  o f  drug products. 

The r o l e s  they assume i n  achiev ing t h i s  goal, however, may appear 

t o  lead them along separate paths. 

paths which lead t o  the assurance o f  product q u a l i t y .  

Le t  us examine these d iverse 

C e r t a i n l y  a primary goal o f  any i n d u s t r i a l  concern i s  t o  

I f  one considers t h i s  goal i n  r e t u r n  a p r o f i t  on investment. 

depth, one must come t o  t h e  conclusion t h a t  t he  surest  means o f  

favorably  a f f e c t i n g  the  corporate bottom 1 i ne are by achiev ing 

these mutual goals o f  q u a l i t y ,  safety,  and e f f i cacy .  Cer ta in l y ,  

a f a i l u r e  t o  reach appropr ia te standards, as i n  a r e c a l l ,  f o r  

example, a f f e c t  not only t h e  reputat ion,  but t h e  f i n a n c i a l  hea l th  

o f  t h e  f i r m .  

*present address, Byers En te rp r i  ses, A1 exandri a, VA. 

157 

Copyright 0 1984 by Marcel Dekker, Inc. 0363-9045/84/1002~157$3.50/0 

D
ru

g 
D

ev
el

op
m

en
t a

nd
 I

nd
us

tr
ia

l P
ha

rm
ac

y 
D

ow
nl

oa
de

d 
fr

om
 in

fo
rm

ah
ea

lth
ca

re
.c

om
 b

y 
B

ib
lio

te
ca

 A
lb

er
to

 M
al

lia
ni

 o
n 

01
/2

0/
12

Fo
r 

pe
rs

on
al

 u
se

 o
nl

y.



158 DEBESIS, BYERS, AND SHERIDAN 

The goal o f  assu r ing  t h e  p roduc t i on  o f  h igh  q u a l i t y  p roduc ts  

must be approached w i t h  p r a c t i c a l  cons ide ra t i ons  borne i n  mind. 

Some may accuse t h e  FDA o f  d i s r e g a r d  f o r  t h e  p r a c t i c a l  aspects o f  

expendi tures o f  resources by t h e  f i r m .  Agency personnel must 

r e a l i z e  t h a t  a f i r m ' s  resources a re  no t  u n l i m i t e d ,  and t h a t  unne- 

cessary expendi tures may compromise t h e  f i r m ' s  a b i l i t y  t o  compete 

i n  t h e  marketplace, o r  may d r a i n  resources from areas r e q u i r i n g  

a d d i t i o n a l  research expenditures. As an example, s o p h i s t i c a t e d  

i ns t rumen ta t i on  may be mandated f o r  t h e  a n a l y s i s  o f  a p roduc t  

where l e s s  expensive equipment would g i ve  equal assurance t h a t  

t h e  product meets standards. I n d u s t r y  must a l so  guard aga ins t  

i n t e r n a l  i m p o s i t i o n  o f  i m p r a c t i c a l  i ns t rumen ta l  requ i  rements as 

may occur when l a b o r a t o r y  s c i e n t i s t s  seek t o  j u s t i f y  t h e  purchase 

of t h e  l a t e s t  new and expensive " toy".  

The FDA e x i s t s  i n  o rder  t o  assure t h a t  f i r m s  and t h e i r  

products meet t h e  requirements o f  fede ra l  law. There i s  usual 

no r e a l  c o n f l i c t  between good science and technology, and regu 

t o r y  requirements. Where t h e r e  appears t o  be a c o n f l i c t ,  a 

Y 

a- 

c l o s e r  l ook  a t  t h e  s i t u a t i o n  u s u a l l y  revea ls  a m i s i n t e r p r e t a t i o n  

o f  e i t h e r  t h e  science, t h e  technology, o r  t h e  law. 

Under our governmental systems, t h e  pharmaceut ical  f i  r m  

bears t h e  pr imary  r e s p o n s i b i l i t y  f o r  assu r ing  t h a t  i t s  products 

meet a p p l i c a b l e  s c i e n t i f i c  and l e g a l  standards. Th is  i s  bo th  

proper and r e a l i s t i c .  The f i r m ,  thanks t o  t h e  years  spent i n  
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INDUSTRY AND FDA COLLABORATION 159 

deve lop ing  each product,  has f a r  more i n t i m a t e  and d e t a i l e d  

knowledge o f  a l l  aspects o f  t h a t  p roduc t  than cou ld  ever be 

gained by t h e  FDA d u r i n g  t h e  course o f  a review. 

l a w  and t h e  laws o f  t h e  marketplace h o l d  t h e  f i r m  accountable f o r  

i t s  ac t i ons ;  i t s  rewards and p e n a l t i e s  depend upon i t s  p e r f o r -  

mance. 

Both f e d e r a l  

I ndus t r y ,  then, has t h e  r e s p o n s i b i l i t y  f o r  assu r ing  t h a t  i t s  

products meet standards. The FDA has t h e  r e s p o n s i b i l i t y  o f  

e n f o r c i n g  t h e  fede ra l  laws which r e g u l a t e  t h e  standards o f  t h e  

pharmaceutical f i rms.  D i f f e r e n c e s  may a r i s e  i n  t h e  i n t e r p r e t a -  

t i o n  o f  l e g a l  requirements, and i n  t h e  judgement o f  a f i r m ' s  

p rac t i ces .  These d i f f e r e n c e s  have been handled i n  very d i f f e r e n t  

ways by d i f f e r e n t  f i rms. 

A t  one extreme i s  t h e  t ype  o f  f i  r m  whose po l  i c y  i t  i s  t o  

t a l k  w i t h  FDA o n l y  when a b s o l u t e l y  necessary, such as when appro- 

val  i s  needed f o r  a p roduc t  o r  a manufac tur ing  f a c i l i t y ,  and then  

on ly  a t  t h e  l a s t  minute. 

th rea tened w i t h  l e g a l  ac t i on .  I n  t h i s  t y p e  of f i r m ,  t h e  l e g a l  

s t a f f ,  and no t  t h e  s c i e n t i s t s ,  do t h e  t a l k i n g .  

They may communicate o n l y  when 

The FDA has i t s  analogous share o f  ha rd - l i ne rs ,  and they  

have t h e i r  own, v a l i d  reasons f o r  f e a r i n g  t o  appear t o o  coopera- 

t i v e .  The i n d u s t r y  i s  no t  g e n e r a l l y  s e n s i t i v e  t o  t h e  pressures 

p laced upon agency personnel by consumer advocates and 

Congressional o v e r s i g h t  committees. Mistakes a re  made very 
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160 DEBESIS ,  BYERS, AND SHERIDAN 

publ ic ,  and the  dec is ion making process i s  examined minute ly  i n  

t h e  g la re  o f  much p u b l i c i t y .  

may appear t o  be greater  f o r  agency personnel who say ''NO" than 

f o r  those who say "YES". Fortunate ly ,  i n  recent years, t h e  

' 'NO'S" have inc reas ing l y  become "maybes" o r  " t e l l  me more". 

may appear f r u s t r a t i n g  t o  those anxious f o r  qu ck approval, but  

any atmosphere which keeps the  doors o f  commun c a t i o n  open can 

only, i n  t h e  long run, a i d  indust ry .  

I n  such an atmosphere, t h e  rewards 

This 

How can the  pharmaceutical f i rms take advantage o f  t h i s  

new, more open communications p o l i c y  t o  improve r e l a t i o n s  w i t h  

FDA? 

t o  e s t a b l i s h  a b e t t e r  working r e l a t i o n s h i p  e x i s t  as never before, 

due t o  the  proposed rewr i t es  o f  t h e  I N D  and NDA regulat ions.  

With the  FDA having made t h i s  i n i t i a l  move, i t  i s  now the  respon- 

s i b i l i t y  of the f i rms  t o  insure t h a t  t h e i r  submissions are o f  

c o n s i s t e n t l y  h igh s c i e n t i f i c  q u a l i t y .  

destroy an atmosphere of mutual respect as poor q u a l i t y  data sub- 

m i t t e d  i n  support o f  a proposal. O f  course, i n d u s t r y  can always 

quote examples o f  unbending and u n j u s t i f i e d  c r i t i c i s m  by an FDA 

receiver,  but  the groundwork f o r  an over- react ion by the  agency 

i n  a given s i t u a t i o n  can usua l l y  be t raced t o  a poor submission, 

not necessar i ly  from t h e  same f i r m ,  received a t  an e a r l i e r  date. 

Given t h e  pressures on reviewers, one can understand t h e i r  r e l u c -  

tance t o  get burned twice. It i s  i n  t h e  best i n t e r e s t s  o f  t h e  

f i r m  t o  e s t a b l i s h  a repu ta t i on  f o r  c o n s i s t e n t l y  h igh q u a l i t y  sub- 

I n  t h e  area o f  I N D ' s ,  N D A ' s  and ANDA's ,  t he  oppor tun i t i es  

Nothing can so e a s i l y  
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INDUSTRY AND FDA COLLABORATION 16 1 

missions, and f o r  a w i l l i ngness  t o  engage i n  open s c i e n t i f i c  

discussion. 

But what about genuinely excessive and s c i e n t i f i c a l l y  un- 

j u s t i f i e d  demands by a reviewer? 

sonnel t h a t  f i r m s  o f t e n  comply b l i n d l y  w i t h  a l l  reviewer 

requests, on ly  t o  complain l o u d l y  and l o n g l y  a t  i ndus t r y  con- 

ferences about t h e  unreasonable demands made upon them. Here i t  

behooves the  agency t o  become more s e n s i t i v e  t o  the  pressures 

placed upon an i n d u s t r y  s c i e n t i s t  i n  t h i s  s i t u a t i o n .  The f i r m  

may argue a s c i e n t i f i c  p o i n t  f o r  months, and u l t i m a t e l y  win t h e  

decision, but  it i s  a p y r r h i c  v i c t o r y  indeed i f  t h i s  s c i e n t i f i c  

argument has delayed the  market launch o f  t he  product by several 

months. Every month o f f  t h e  market i s  a rea l  bottom l i n e  l oss  t o  

the  corporat ion.  Viewed i n  t h i s  way, g i v i n g  i n  t o  "unreasonable" 

reviewer demands makes economic sense. 

It appears t o  some agency per-  

There i s  a danger i n  t h i s  approach, however. Not v o i c i n g  an 

ob jec t i on  t o  such a request imp l i es  t h a t  t h e  request was reason- 

able and expected. Hardly the  t r u t h !  Di f ferences such as 

these, o r  questions about apparent agency i nac t i on ,  are best 

handled i f  t h e  management o f  t he  f i r m  has establ ished a f o r c e f u l  

and f o r t h r i g h t  p o l i c y  on communication w i t h  t h e  agency. 

For s c i e n t i f i c  questions, i t  i s  p re fe rab le  t h a t  i n d u s t r y  

s c i e n t i s t s  speak t o  FDA s c i e n t i s t s  t o  resolve di f ferences. I f  

r e s o l u t i o n  o f  t he  problem cannot be accomplished a t  t h i s  
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162 DEBESIS ,  BYERS, AND SHERIDAN 

s c i e n t i s t - t o - s c i e n t i s t  l e v e l ,  management should s tep  i n  t o  f a -  

c i l i t a t e  se t t lement  o f  t h e  problem. 

A second area i n  which communication between FDA and i n -  

d u s t r y  has improved i s  i n  t h e  approval  process f o r  new p l a n t s  and 

f a c i l i t i e s .  

headquarters and a t  t h e  l o c a l  l e v e l  t o  communicate w i t h  i n d u s t r y  

a t  t h e  p lann ing  stage and throughout c o n s t r u c t i o n  o f  such f a c i l  i - 
t i e s .  Firms which have taken advantage o f  these o f f e r s  have 

p r o f i t e d  by b e t t e r  communication and marked reduc t i on  i n  t ime  f o r  

approval. 

b u i l d i n g  i s  f i n i s h e d  and running" has no p lace  i n  t o d a y ' s  en- 

v i  ronment. 

The agency has demonstrated a w i l l i n g n e s s  bo th  a t  

The o l d  ph i losophy o f  " w e ' l l  t a l k  t o  FDA when t h e  

There are  several  i n i t i a t i v e s  t h e  f i r m  can take  t o  exped i te  

t h e  new f a c i l i t i e s  approval process. The f i r m  should seek t h e  

he lp  o f  t he  l o c a l  d i s t r i c t  o f f i c e  e a r l y  i n  t h e  p lann ing  and de- 

velopment stage. While FDA may no t  have a l l  t h e  eng ineer ing  and 

sub jec t  ma t te r  sk 11s a t  t h e  d isposa l  o f  t h e  f i r m ,  no r  does t h e  

agency have an ob i g a t i o n  t o  serve as consu l tan ts  f o r  t h e  f i r m ,  

they  do have a g rea t  deal o f  country-wide experience, and can 

b r i n g  an o b j e c t i v e  eye t o  t h e  f i r m ' s  plans. 

Another advantage i n  i n v o l v i n g  t h e  FDA a t  e a r l y  stages of 

cons t ruc t i on ,  and throughout a p r o j e c t ,  i s  t h a t  t h e  FDA has a 

chance t o  become thorough ly  f a m i l i a r  w i t h  t h e  f a c i l i t y  by t h e  

t ime  f i n a l  i nspec t i ons  occur and dec i s ions  concerning i t s  accep- 
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INDUSTRY AND FDA COLLABORATION 163 

t a b i l i t y  and approval must be made. Th is  e a r l y  involvement bo th  

saves t ime, and keeps FDA up t o  da te  on t h e  s t a t e  of t h e  a r t .  

A t h i r d  area i n  which i n d u s t r y  - FDA r e l a t i o n s  can be i m -  

proved i s  on t h e  occasion of a v i s i t  by an FDA inspec tor .  Th is  

i s  t h e  most d i r e c t  encounter most f i r m s  have w i t h  t h e  agency. 

The bes t  way t o  handle t h e  v i s i t  so as t o  make a l l  p a r t i c i p a n t s  

more comfortable,  w h i l e  y e t  p r o t e c t i n g  t h e  r i g h t s  o f  t h e  f i r m ,  i s  

t o  have avai 1 a b l e  a we1 1 -de f ined Standard Operat ing Procedure f o r  

hand l i ng  these v i s i t s .  T h i s  SOP should des ignate  persons from 

t h e  f i r m ,  i n  var ious  areas o f  r e s p o n s i b i l i t y ,  who a re  t o  deal 

w i t h  the  i n v e s t i g a t o r .  Wherever poss ib le ,  un less  t h e r e  i s  a r e a l  

l e g a l  ques t ion  i nvo l ved ,  s c i e n t i f i c  o r  t e c h n i c a l  people, r a t h e r  

than a t to rneys ,  should be assigned t o  accompany t h e  i n v e s t i g a t o r  

and t o  o b t a i n  responses t o  h i s  requests f o r  i n fo rma t ion .  H i g h l y  

q u a l i f i e d  people should be assigned, and t h e i r  charge should be 

S The f i r m  t o  respond as comple te ly  and c o n c i s e l y  as poss ib le .  

rep resen ta t i ves  ' should then  prepare a r e p o r t  descr 

i n v e s t i  ga to r  I s areas o f  i n t e r e s t  o r  concern , making 

b i n g  t h e  

an ove ra l  

e v a l u a t i o n  o f  t h e  v i s i t .  They should no te  a l l  comments made by 

t h e  i n v e s t i g a t o r ,  and communicate t o  him, before he leaves, any 

disagreement w i t h  h i s  f i nd ings .  

a l e t t e r  t o  t h e  l o c a l  o f f i c e ,  d e s c r i b i n g  t h e  disagreements, as 

we l l  as any c o r r e c t i v e  measures taken by t h e  f i r m  i n  response t o  

t h e  i n v e s t i g a t o r s '  observat ions.  I n  t h i s  manner, most ques t ions  

can be S e t t l e d  a t  t h e  l o c a l  o f f i c e  l e v e l ,  w i t h  minimal t i m e  

These should be fo l l owed  up w i t h  
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164 DEBESIS, BYERS, AND SHERIDAN 

wasted, and wi thout  t h e  t h r e a t  o f  l e g a l  conf rontat ion.  

I n  summary, i t  should be kept i n  mind t h a t  i n  a l l  deal ings 

between FDA and indust ry ,  t he  goal o f  assur ing product q u a l i t y  i s  

t h e  same f o r  both pa r t i c i pan ts .  

divergence i n  t h e i r  paths, but  t he re  i s  always room f o r  nego- 

t i a t i o n .  Somewhere between ins i s tence  on con f ron ta t i on ,  and 

b l i n d  agreement w i t h  a l l  demands, l i e s  a middle ground o f  optimum 

resolut ion.  

there. 

mutual goal o f  p rov id ing  the  American pub1 c w i t h  h igh q u a l i t y ,  

safe, e f f e c t i v e  drugs, whi le  mainta in ing a heal thy pharmaceutical 

i ndus t r y  w i t h i n  our f r e e  e n t e r p r i s e  system 

The i r  d i f f e r i n g  r o l e s  may cause 

It i s  t h e  task of i n d u s t r y  t o  lead both p a r t i e s  

FDA and indus t r y  can work together  t o  achieve t h e i r  
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