
JA N U A R Y  1 9 7 7OL, 3 2 , N O . 1

Additional Papers Presented at the 20fh 
Annual Educational Conference of the 
Food and Drug Law Institute, Inc, and 
the Food and Drug Administration

A C OMME R CE  C L E A R I N G  HOUS E  P U B L I C A T I O N  
PUBLISHED IN ASSOCIATION WITH THE FOOD AND DRUG LAW INSTITUTE, INC.



Th e  e d i t o r i a l  p o l i c y  of th is
J o u r n a l  is to record the progress of the 

law in the field of food, drugs and cosmetics, 
and to  provide a constructive discussion of it, 
according to the h ighest professional s tan 
dards. The F o o d  D r u g  C o s m e t i c  L a w  J o u r n a l  
is the only forum  for cu rren t discussion of 
such law  and it renders an im portan t public 
service, for it is an invaluable m eans (1) to 
create a b e tte r know ledge and understand ing  
of food, d rug  and cosm etic law, (2) to  p ro
m ote its due operation and developm ent and 
thus (3) to effectuate its g reat rem edial p u r
poses. In  sh o rt: W hile this law receives normal 
legal, adm inistra tive  and judicial consideration, 
there remains a basic need for its appropriate 
study as a fundam ental law  of the land ; the 
J o u r n a l  is designed to satisfy that need. The 
edito rial policy also is to allow frank discussion 
of food-drug-cosmetic issues. The shews stated 
are those of the con tribu to rs and not neces
sarily those of the publishers. On this basis con
tributions and comments are invited.

The F ood Drug Cosmetic L aw J our
nal is published monthly by Commerce Clearing House. Tnc. Subscription price: 1 year, $35: single copies. $3. Editorial and business offices. 4025 W. Peterson Ave., Chicago, 111. 60646. Printed in United States of America.

January, 1977 
V o l u m e  32 • N u m b e r  1

Second-class postage paid at Chicago. Illinois and at additional mailing offices.



Food D rug Cosmetic Law 
Journal

Table of Contents . . . January, 1977

P a g e
Reports to the R e a d e r ...................................................................  3
CGMP Regulations for Animal Drug Production

..................................................................... John  R. M arkus 5
Informational Anemia or Informational Overload— W hat 

Consumers W ant and Need to Know to be Protected
............... ..................................................Johanna T. D w yer 9

A Compliance Program and Enforcement A ctivities for
Marketed D r u g s .........................................  T . E. B yers 16

Individual Product L icen su re ......................M. J. Schiffrin 21
Antibiotics in Animal Feeds: Current S ta tu s ...................

........................................................................Gerald B. G uest 27
Section 514.111 of T itle 2 1 ................................ Ann B. H o lt 31
The Role of the Advisory Committee . . . Jacob E. M osier 35
The Cosmetic Ingredient Review P ro g ra m ........................

...........................................................R obert P. G iovacchini 40
Cosmetic Establishm ent Inspections— N ew  Approaches

............................................................................  M artin  Greif 44

Volume 32 Number 1

©  1977, C o m m e rc e  C le a r in g  H o u s e , In c . ,  C h ic a g o , I l l in o is  60646  
A ll R ig h ts  R ese rv e d

P r in te d  in  th e  U n ite d  S ta te s  o f A m e ric a

-  'WV.-rcj* mu'wnfntim
it ;iM 2 5 2 0



F o o d  D r u g  C o s m e t ic  La w  J o u r n a l
Editorial Advisory Board

Frank T. Dierson, 420 L e x in g to n  A ven ue , N ew  Y o rk , N ew  Y o rk , 10017. Chairman: 
S e c r e ta r y ,  T h e  F o o d  a n d  D r u g  L a w  I n s t i t u t e

H. Thomas Austem, W a s h in g to n ,  D . C ,  G e n e ra l  C o u n se l, N a t io n a l  'C a n n e rs  
A s s o c ia t io n

Bruce J. Brennan, W a s h in g to n ,  D . C., V ic e  P r e s id e n t  a n d  G e n e ra l  C o u n s e l, 
P h a r m a c e u t i c a l  M a n u f a c tu r e r s  A s s o c ia tio n

George M. Burditt, C h ic a g o , I l l in o is , G e n e ra l  C o u n se l o f T h e  F o o d  a n d  D r u g  
L a w  I n s t i t u t e

R o b e r t  E. Curran, Q . C., O tta w a ,  C a n a d a , f o rm e r ly  L e g a l  A d v is o r , C a n a d ia n  
D e p a r tm e n t  o f N a t io n a l  H e a l th  a n d  W e lf a r e

A. M . Gilbert, N e w  Y o r k  C ity
Vincent A. Kleinfeld, W a s h in g to n ,  D . C ,  fo rm e r F o o d  an d  D r u g  L a w  A tto r n e y ,  

U n i te d  S ta te s  D e p a r tm e n t  o f J u s t ic e
Allan S. Kushen, K e n i lw o r th ,  N e w  J e r s e y ,  V ic e  P r e s id e n t  an d  G e n e ra l C ounsel, 

S c h e r in g - P lo u g h  C o r p o ra t io n
Michael F. Markel, W a s h in g to n ,  D . C.
Bradshaw Mintener, W a s h in g to n ,  D . C ., fo rm e r A ss is ta n t S e c r e ta r y  o f  H e a l th ,  

E d u c a t io n , a n d  W e lf a r e
Daniel F. O’Keefe, Jr., W a s h in g to n ,  D . C.
John M. Richman, G le n v ie w , I l l in o is , S e n io r  V ic e  P r e s id e n t  a n d  G e n e ra l  C ounsel, 

K r a f t ,  In c

Edward Brown Williams, W a s h in g to n ,  D . C., f o r m e r  P r in c ip a l  A tto rn e y , U n ited  
S ta te s  F o o d  a n d  D r u g  A d m in is t r a t io n

Gary L. Y in g l in g , W a s h in g to n ,  D . C., P r e s id e n t ,  T h e  F o o d  a n d  D ru g  
L a w  I n s t i t u t e

T he E ditorial A dvisory Board a d v is e s  o n  p o lic ie s , s u b je c ts  an d  a u th o rs . 
I t  a s s u m e s  n o  re s p o n s ib i l i ty  o th e rw is e .  I t s  m e m b e r s  r e n d e r  th is  p u b lic  
s e rv ic e  w i th o u t  c o m p e n s a t io n , in  o r d e r  t h a t  th e  F ood D rug Cosmetic L aw 
J ournal m ay  co m p ly  w ith  th e  h ig h e s t p ro fess io n a l s ta n d a rd s .

Editor of Comments: S te p h e n  A . W e i tz m a n ,  W a s h in g to n .  D . C. 
Editor of Canadian Law: R o b e r t  E . C u r ra n , Q . C. O t t a w a  
Editor of Foreign Law: Ju liu s  G. Z im m erm an , N ew  Y o rk  C ity  
Associate Editor for Europe: A la in  G e ra rd , B ru s s e ls  
Scientific Editor: B e r n a r d  L . O s e r ,  P h .D .,  N e w  Y o r k  C ity .



REPORTS
TO THE READER

Twentieth Annual Educational Con
ference of the FDLI and the FDA.
T h e  fo llo w in g  p a p e r s  w e re  p r e s e n te d  
a t  th e  20th  A n n u a l  E d u c a t io n a l  C o n 
fe re n c e  o f th e  F o o d  a n d  D r u g  L a w  
I n s t i t u t e  a n d  th e  F o o d  a n d  D r u g  A d 
m in is t r a t io n ,  w h ic h  w a s  h e ld  in  W a s h 
in g to n ,  D . C. o n  D e c e m b e r  7 th  a n d  
8 th , 1976.

T h e  im p ac t of th e  B u re a u  o f V e te r in a ry  
M e d ic in e  on  C G M P  re g u la tio n s  because 
o f its  re lia n ce  on  th re e  se ts  of th o se  r e g 
u la t io n s — p h a rm a c e u t ic a l  p ro d u c ts ,  m e 
d ic a te d  p rem ix e s  an d  m ed ica ted  feeds is 
th e  s u b je c t o f John R. Markus’ a r tic le . 
M r. M a rk u s  is a c tin g  ch ie f ch em ist fo r 
th e  B u re a u  o f V e te r in a ry  M edicine, F o o d  
a n d  D ru g  A d m in is tra tio n . H is  a r tic le  
“ C G M P  R e g u la tio n s  fo r  A n im al D ru g  
P ro d u c t io n ” beg ins on  p ag e S.

I n  th e  a r t i c le  b e g in n in g  o n  p a g e  9, 
“ I n f o r m a t io n a l  A n e m ia  o r  I n f o r m a 
tio n a l O v e rlo a d — W h a t C on su m ers  W a n t 
a n d  N e e d  to  K n o w  t o  b e  P r o te c t e d ,” 
Johanna T. Dwyer, D. Sc. e m p h a s iz e s  
th e  n e e d  o f th e  p u b lic  s e c to r  to  a d o p t  
a  v ig o r o u s  a p p ro a c h  in  o rd e r  to  fo s te r  
m o r e  h e a l th fu l  fo o d  c o n s u m p t io n  p r a c 
tic e s . W h i le  c a te g o r iz in g  c o n s u m e r  
in te re s t  in  food  n u tr it io n , he a lso  b rin g s  
in to  fo c u s  c o n fu s io n  w r o u g h t  b y  r e g u 
l a to r y  c la s s if ic a t io n s . D r . D w v e r  is 
d i r e c to r  o f  th e  F r a n c e s  S te r n  N u t r i 
tio n  C e n te r  a n d  A s s o c ia te  P r o f e s s o r  
fo r  T u f t s  U n iv e r s i ty  M e d ic a l  S c h o o l 
a n d  H a r v a r d  U n iv e r s i ty .

“A  C om p lian ce  P ro g r a m  a n d  E n fo rc e 
m en t A c tiv itie s  fo r  M a rk e te d  D ru g s ” 
p ro v id e s  a n  a p p ro a c h  to  th e  c u r r e n t  
c o m p lia n c e  p r o g r a m  in  r e la t io n  to  
m a r k e te d  d ru g s . T h i s  is  th e  d ire c t  r e 
s u lt  o f  e x p e r ie n c e  w ith  th e  D E S I
REPO RTS TO T H E  READER

P r o g r a m  a n d  th e  in f lu e n c e  o f  th e  Hoff- 
man-LaRoche v. Weinberger case. W r i t 
te n  b y  T. E. Byers, A s s o c ia te  D ir e c to r  
fo r  C om pliance , B u re a u  o f D ru g s , F o o d  
a n d  D r u g  A d m in is t r a t io n ,  th e  a r t ic le  
beg in s  on p ag e 16.

“ In d iv id u a l  P r o d u c t  L ic e n s u r e ,”  b y  
M. J. Schiffrin, Ph.D. p resen ts  v a rio u s  
policies re g a rd in g  d ru g s  as  p ro m u lg a te d  
b y  th e  F o o d  a n d  D r u g  A d m in is t r a t io n .  
D r . S c h if f r in  is  A s s i s ta n t  V ic e  P r e s i 
d e n t  o f H o f fm a n - L a R o c h e , In c .  H is  
a r tic le  beg ins on page 21.

T h e  a r tic le  by  Gerald B. Guest, D.V.M., 
b e g in n in g  on p ag e 27, d iscusses th e  p ro b 
le m s  o f b a c te r ia l  d r u g  r e s i s ta n c e  in  
a n im a ls  a s  i t  r e la te s  to  p u b lic  h e a l th .  
D r .  G u e s t  is  S p e c ia l A s s i s ta n t  to  t h e  
D ir e c to r ,  B u r e a u  o f V e te r in a r y  M e d i
c in e , F o o d  a n d  D r u g  A d m in i s t r a t io n  
a n d  h is  a r t ic le  is  t i t le d  “A n t ib io t ic s  in  
A n im al F ee d s  : C u r re n t S ta tu s .”

In  “ S e c tio n  514.111 o f  T i t l e  2 1 ” , Ann 
B. Holt, D. V. M. e m p h a s iz e s  th e  im 
p o r ta n c e  o f  c a re fu l re v ie w  o f  S e c t io n  
514.111 b e fo re  d e s ig n in g  p r o to c o ls  o r  
in i t ia t in g  s tu d ie s  to  s u p p o r t  th e  e f
fic a c y  o f  a  n e w  a n im a l d r u g  w h e n  
d e v e lo p in g  a  n e w  p ro d u c t .  D r .  H o l t  is 
A c t in g  D ir e c to r  fo r  th e  D iv is io n  o f  
D r u g s  fo r  R u m in a n t  S p e c ie s , B u r e a u  
o f V e te r in a ry  M edicine, F o o d  a n d  D ru g  
A d m in is t r a t io n .  T h e  a r t ic le  b e g in s  on  
p ag e  31.

Jacob E. Mosier, D. V. M. is  th e  
H e a d  o f th e  D e p a r tm e n t o f S u rg e ry  
a n d  M e d ic in e , C o lle g e  o f V e te r in a r y  
M e d ic in e , K a n s a s  S ta te  U n iv e r s i ty .  In  
“ T h e  R o le  o f  th e  A d v is o ry  C o m m it
t e e ” h e  d is c u s s e s  th e  p u r p o s e  o f th e  
a d v is o ry  c o m m it te e  w h ic h  h a s  b e e n
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to render judgment as to the issues 
involved in antibacterials in animal 
foods based on presentations given, dis
cussion generated by the presentation, 
and discussions generated by those mak
ing presentations with consultants and 
interested parties. The article begins 
on page 35.

Robert P. Giovacchini, Ph.D., Vice 
President of Corporate Product In
tegrity, the Gillette Company, states 
that the evaluation of safety of cos
metic ingredients could be achieved by 
developing a review program which 
follows the principles of scientific in

tegrity and open reporting of scientific 
data and the rationale which lead to a 
¡particular determination. His article 
“The Cosmetic Ingredient Review Pro
gram” begins on page 40.

Martin Greif, Assistant to the Direc
tor of Division of Cosmetic Tech
nology, Bureau of Foods, Food and 
Drug Administration, reviews some new 
approaches undertaken by the Food 
and Drug Administration to improve 
the Agency’s cosmetic establishment 
inspection program. His article “Cos
metic Establishment Inspections—New 
Approaches” begins on page 44.
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CGMP Regulations 
for Animal Drug Production

By JOHN R. MARKUS

Mr. Markus Is Acling Chief Chemist of the Bureau of Veterinary 
Medicine, Food and Drug Administration.

RE G U L A T IO N S  expressing- C u rren t Good M anufactu ring  P rac 
tices (C G M Ps) exist for d rugs used in three (3) types of animal 
p repara tions, nam ely, finished pharm aceuticals, m edicated prem ixes 

an d  m edicated feeds. I could give a h isto ry  of the w hys, w herefores, 
etc. of each set, b u t I do not th ink  th a t is necessary. You, the industry , 
and we the regu la to rs  know  them  very  well and th e ir  value. W e can 
infer th a t the CGM Ps are quality  contro l m easures ; m easures th a t, 
if followed, will assure a quality  product.

V ery few of us realize, though , the impact the Bureau of V e t
e rin a ry  M edicine (B V M ) has on CG M P regulations. M any of us are 
of the  no tion th a t  the B ureau m erely approves applications for new  
anim al drugs or provides in form ation to industry .

Animal Drug Area
T he B ureau, how ever, in conjunction w ith the field operations 

of the  A gency adm inisters th e  F ederal Food, D ru g  and Cosmetic 
A ct and re la ted  regu la tions as prom ulgated  in  th e  anim al d rug  area. 
T he  field un its  do the  “leg w ork” conducting  inspections. W hen 
violations occur or are uncovered, the  field un its recom m end regu la
to ry  action to  the  B ureau for app ropria te  enforcem ent of the  reg
CGM P REGULATIONS PA GE 5



ulations. T he Com pliance Division of the B ureau review s th e  recom 
m endations. If the D ivision concurs in the  action, they  have recourse 
to  regu la to ry  le tters, prosecution or in junction. T hose actions p re
pared for litigation  are forw arded th ro ug h  General Counsel.

Drug Dosage Products in Violation
An exam ple of a recent regu la to ry  action was an in junction  

based on CG M P violation secured against a firm in the M idwest. 
T he firm w as producing finished d rug  dosage products in violation 
of CG M P regulations.

In  relation  to  the approval of new anim al d rug  applications 
(N A D A s), the  applicant is required to a tte s t to his conform ance to  
th e  CG M P regulations as required  by the  Federal Food, D rug  and 
Cosm etic A ct and corresponding regulations. If, for any reasons, in 
form ation th a t is related  to  the  CG M Ps and subm itted  by the ap
p lican t is no t considered adequate, an inspection of the  facilities 
and m anu fac tu ring  procedures m ay be called for to verify conditions. 
D eviations from  CGM P regulations m ay be the basis for disapproval 
of the pending  N A D A . T he B ureau of D rugs (B D ) also considers 
com pliance in a sim ilar m anner in the  review  of hum an new d rug  
applications.

C G M P  Regulations

BVM relies on th ree  sets of CGM P regulations— those for finished 
pharm aceutical p roducts, m edicated prem ixes and m edicated feeds. 
P resen tly  tw o of th e  th ree  sets of regula tions— finished pharm a
ceutical products and m edicated feeds— are under revision or have 
been revised. T hese revisions have been necessitated because of the 
new trends in pharm aceutical and industria l technology and th e  gen
eral need for up dating  m anufac tu ring  operations. The revisions, which 
reflect practices considered im plicit or desirable requirem ents, are 
in keep ing w ith  the context of the  w ord “cu rren t.” Such revisions 
will only m ake the  regula tions m ore m eaningful.

No action has been contem plated, a t present, on m edicated p re
mixes. T he CG M P regulations for m edicated feeds can easily be 
addressed. They were revised as proposals in the  Federal Register of 
A u gust 8, 1975. F o llow ing a long period of com m ents and revisions, 
the final o rder expressing the final revised version of the C G M Ps was 
published in the  Federal Register on N ovem ber 30 of th is  year. T he 
effective date of their im plem entation  ¡is D ecem ber 30, 1976.
PAGE 6  FOOD DRUG COSM ETIC LAW  JO U R N A L---- JA N U A R Y , 1 9 7 7



Medicated Feed Regulations
Some of the  significant changes in th e  revised M edicated Feed 

R egulations a r e :
(1) A change in form at. T he first paragraph  in each section 

describes the  significance of the se c tio n ; the second paragraph  
estab lishes the criteria.

(2) A system  of “quality  con tro l” (based on inven tory  con
tro l) th a t best reflects the type of product.

(3) Changes in annual assay requirem ents on the  final p rod
ucts. T he new  requirem ents a r e :

(a) T hree  sam ples for each m edicated feed (sub ject to  FD  
1800 approval) con ta in ing  a d rug  or d ru g  com bination used.
(b) A t least one sam ple o f m edicated feed (no t sub ject to  
F D  1800 approval) con tain ing  a d rug  or d rug  com bination.
(N O T E : In  case of th e  com bination of drugs in e ithe r p rod
uct, only one of the  drugs need be sub ject to analysis each 
tim e, provided th e  d rug  tested  is different from  the one(s) 
previously  tested.)
(4) C ontrols of possible d rug  carryover.
(5) P rovisions th a t will in effect consider non-m edicated 

feed (produced in the  sam e p lan t as m edicated feed) adu ltera ted  
should non-adherence be found for th e  m edicated feed.

T he Food and D ru g  A dm inistra tion  (F D A ) feels th a t the revised 
regu lations m ore accurately  reflect the  practice and technology ac
tu a lly  existing.

As for the um brella CG M P regulations for finished pharm a
ceuticals proposed in the Federal Register on F eb ruary  13 of th is year, 
com m ents are still under review. W e, in BV M , since we have an 
im pact in th is area, com m ented on th e  proposal and have subm itted  
them  to the  BD, who have the prim e responsib ility  for preparation  
of the  final order.

Inspections of Firms
Since v e terinary  pharm aceu tical p roducts are produced in the 

sam e m anner as hum an pharm aceu tical products, we, in BV M , feel 
our ideas and concepts are com patible w ith  th a t of the BD. W ith
CGM P REGULATIONS PA G E 7



m inor exceptions in th e  proper areas, F D A ’s field investigators 
conduct th e ir  inspections of firm s—both hum an and ve terinary— 
under the  sam e context of the CGM P regulations. Both BVM and 
BD  com pliance un its advise each o ther of problem s th a t are com 
m only encountered. T he  com m onality of th e  regulations resu lted  
in th e  addressing  of th e  CG M Ps for bo th  hum an and veterinary  drugs.

T he b ig  question I assum e in your m inds is “when will the final 
o rder be published?” T he BD, which is responsible for the  develop
m ent and control of th e  issuance of the regulations, indicated the 
in ten tion  is to publish the final o rder “som etim e” after the  first of 
the  next year. No firm date was given. T hose of you who have read 
th e  Gold Sheet and o ther publications and w ho have m ade com m ents 
know  the issues and areas of concern. A t present, how th e  issues will 
be resolved is unknow n b u t they  will be one w ay or the  other.

No m a tte r  w h at the outcom e, there will be no let up in the  en
forcem ent or use of the CG M Ps. Life still m ust go o n ! P ro du ct 
aw areness and, m ost im portantly , consum er protection still d ic ta tes 
adherence tc these practices. [T he E nd ]

FD A  PRO H IBITS T H EO P H Y LL IN E  A S  
S IN G L E - IN G R E D IE N T  O T C  P R O D U C T

Over-tte-counter drug products containing theophylline as their single 
ingredient are subject to immediate regulatory action, the Food and Drug 
Administration has announced. The FDA’s Panel on OTC Cold, Cough, 
Bronchodilator and Antiasthmatic Panel had recommended allowing theo
phylline to lie made available as a single-ingredient OTC product, but sub
sequent data indicates that the suggested therapeutic dose may be toxic to 
some people. The additional data indicates that the safe and effective use of 
the substance requires careful dosage titration based on theophylline serum 
concentrations. There are remarkable differences in the rate at which theo
phylline is metabolized, according to the Panel’s studies. The later study 
indicates that clinical titration should be based on measurement on theophyl
line serum levels, because serious toxic effects such as seizures and death 
can result from excessive serum concentrations without earlier signs of 
lesser toxicity.

The FDA is in the process of extensively reviewing the use of theophyl
line in OTC and prescription drug products, both as a single ingredient and 
in combination. The agency has recommended that, pending announcement 
of results of the view, there not be any proliferation of products containing the substance.

CCH F ood D rug Cosmetic L aw R eporter, f  41,793
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Informational Anemia 
or Informational Overload— 

What Consumers Want 
and Need to Know 

to be Protected
By J O H A N N A  T. D W Y E R , D .S c .

Dr. Dwyer Is Director of the Frances Stern Nutrition Center and 
Associate Professor of Tufts University Medical School and Harvard 
University.

The N e e d  to W id e n  the Focus of C o nsum er Protection

TH E  Q U E S T IO N  O F  W H A T  T H E  C O N SU M E R  needs and wants 
to know in order to be protected is a good one. I t  w idens the  focus 
of consumer p ro tection  from  one based solely on legalistic definitions 

and regulations to a  b roader em phasis on consum er know ledge and 
p ractical applications of th is know ledge base. And, it forces us to 
rem em ber th a t, while we are try in g  to protect consum ers against false 
and m isleading adv ertis in g  and clear hazards resu lting  from unhygienic 
o r o therw ise harm fu l food supplies, we are also try in g  to  foster healthful 
food consum ption practices. T his will involve encourag ing  consumers 
to  dem and th e  m ix of foods w hich best m eets their needs for nutrients. 
T his is w hat nu trition  education is all about. I was glad to read, in the 
la te s t Forward Plan for Health/  of an increasing  em phasis on the  p a rt 
of the  D ep artm ent of H ea lth , E ducation , and W elfare  to  foster more

1 U. S. Department of Health, Edu- 82, U. S. Government Printing Office, 
cation, and Welfare, Public Health Ser- Washington, D. C. 1976. 
vice. Forward Plan for Health FY 1978-
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healthful food consumption practices. Obviously, this is not a task simply 
for health professionals, nutrition educators and dietitians to tackle.

All those whose activities have an im pact on nu trition al sta tus, 
be th ey  in th e  public, p rivate  or vo lun tary  sectors have a role to play 
here, a  very  v ita l one. I know  th a t we are often so overw helm ed with 
the  a ttem p ts  we m ake to accom plish our o ther ob jectives th a t we often 
fail to un derstan d  the  relevance of th is p rio rity  to  w h a t we are doing.

W e would be well served if the public sector adopted a m ore vigorous 
approach to fostering  m ore healthful food consum ption practices. This 
should be done not only by regulation and enforcement, which admittedly 
has done a g rea t deal, b u t also by  m ore vigorous efforts in term s of 
consum er health  education re la ted  to nu trition . M ore about this later.

W h y  Peo p le  W a n t  to Know  A b o u t Food
C onsum ers are in te res ted  in a lot of d 'fferen t th ings about food 

and at least th ree different reasons m ay be cited for th is  in terest.
F irs t of all, they  believe th a t th e ir health  m ay be affected by 

w hatever substance it is th a t they  are inqu iring  about. I call these the 
“h ea lth ” reasons. T hey  believe th a t if thejr knew  and acted upon these 
facts, there is a high probability , on the  basis of existing  scientific 
evidence, th a t th ey  w ould be b e tte r off or at low er risk from the stand
po in t of poor nu trition al sta tus. U nfo rtunate ly , m any health  concerns 
are not based on scientific fact. T hese m isconceptions are also s ta ted  
as health  reasons, a t least by consum ers.

Dem ystification an d  Curiosity
A second reason consum ers often w an t to know  certain  th ings is 

because th ey  are curious. T hey  feel th a t th ey  have the righ t to know  
this or that bit of information, either to  demystify the food supply or that 
they have a right to  be informed before they consent to eat a particular 
food. These types of reasons I call the “demystification” reasons.

Wise Buying
T hird ly , there  are consum er reasons. Consum ers feel th a t they  

have th e  rig h t to  know  and w an t to know , no t only about the nutrients 
in foods and about other substances in foods such as lactose, cholesterol and 
additives, b u t also about the  am ount of energy  w hich w en t into making 
the  food and so forth. Some of these  factors m ay have little  or no
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effect upon health , a lthough  th is does no t m ean th a t they  are not 
im p ortan t for som e o ther reason. F or exam ple, people w an t to know  
how  m uch of the protein  in the  chicken dinner is chicken, how  much 
soy, and so forth— for price, if no o ther reason.

Finding Out
I t  is fairly easy to find o u t w h at consum ers w an t to know. One 

w ay is to  collate th e ir actual questions. A nother is to in terview  a 
stratified  random  sam ple of persons in the  popu lation .2

Consumers’ Need to Know Is Not Solely 
for Health Reasons

All too often the food in d u stry  and health  professionals assum e 
th a t consum ers have no business in expecting  responses to queries 
abou t w hat they  do not need to know  for health. In m y view, consumers 
have a righ t to know  w hatever they  w ant to. T he food producer can 
e ithe r reveal or no t reveal w hatever it w ishes ou tside of m andato ry  
disclosures. I t  m ay be expensive to come up w ith  answ ers for some 
of the odder requests, b u t in m y view, the in du stry  as a w hole has 
m ore to gain and less to  lose from an open sort of posture. I am not 
en tirely  sure th a t the frequent a rgum ent against disclosure of “giving 
aw ay trad e  secre ts” is sound enough for the g rea t m ajo rity  of these 
requests. M ore frequently , lack of in form ation or th e  expense involved 
in finding ou t m ay be behind such sta tem ents.

Difficulty in Finding Out Best Ways 
to Give Consumers What They Need to Know 
to Foster Healthful Food Consumption Practices

W henever we approach the issue of w hat consum ers need to know 
in o rder to select a diet which b e tte r  incorporates dem onstrated  pre
ventive m easures, we come to m ore uncerta in  ground. W e are still 
no t com pletely sure abou t which types of changes will m ake a dif
ference. And, we do no t alw ays know  how  to m otivate consum ers to  
do the  th ings w hich certa in ly  do make a difference.

Consum ers, for m any reasons, are confused about th e  m easures 
they need to  take in o rder to best achieve health fu l food consumption

2 Dwyer, J. T. and Alston, E. “Nutri
tion in Family Life” Food Product De
velopment 10:44 1976.
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practices. Som e of th e  reasons reside in the  consum ers them selves ; 
o thers arise because the  best food classifications for regu la to ry  pu r
poses are n o t the  best food classifications for consum er in fo rm ation  
and educational purposes.

F rom  m y perspective, w hich is a clinical one, consum ers are not 
clear on the different w ays n u trien ts  are available on the  m arket. Even 
nutrition scientists, who are thought to be “expert” about nutrition,, rarely 
know very much about how foods are classified for regulatory purposes. 
T hus, a w hole parallel s tru c tu re  of hom eopathic rem edies or “home 
m ade” analogues exists for supplying different “doses” of nu trien ts  
in  foods.

Dosage Levels of Nutrients Encountered by Consumers 
in the Marketplace

Consum ers, for exam ple, encounter n u trien ts  in foods in a w hole 
varie ty  of ways. T hese include, from  highest to  lowest, dose-wise :

(1) As m edicines, by  prescription.
(2) As curative or preventive m edicine, or “ insurance” , over- 

the-coun ter (O T C ).
(3) Foods for special d ietary  uses.
(4) D ow nw ardly  modified foods.
(5) Foods w hich have been restored , enriched or fortified.
(6) O rd inary  unm odified fresh or processed foods.

Dietary Analogues of These
A t least in the consum er’s m ind, we could draw  up a list of con

sum er’s efforts from  h ighest to  low est dose-w ise in term s of foods 
and diets :

(1) M egadoses of v itam ins to  “cure” various diseases.
(2) Use of vitamin pills and minerals at more moderate levels.
(3) U se of “n a tu ra l” , “o rgan ic”, “non-processed” or “health 

foods.” Homeopathic remedies such as herbal teas, self-prescribed 
elim ination diets for allerg ies, etc.

(4) Special self-prescribed diets, such as na tu ra l or o rgan ic  
diets, vegetarian  diets, reducing diets, elimination of “killer” or 
“bad” foods.
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(5) U se of foods w hich are believed to  be especially healthy,
and therefore better or more wholesome than usual foods.

(6) U se of som e guide to good eating , food guides, etc.
I t  is obvious th a t som e of these diets and hom egrow n efforts—to 

ge t p len ty  of nu trien ts  for these various purposes— m ake em inent good 
sense, while others do not. W hy is it that this strange potpourri exists? 
Obviously, it exists for m any reasons. M an has eaten  for m illenia and 
he has not had nu trition  as a science around to  im pose its peculiar, and 
adm itted ly  som ew hat narrow  view about w hat food is (in term s of 
nu trien ts , etc.) for a cen tury  yet.

But, I w ould subm it th a t p a rt of the  p resen t confusion lies in the  
fact th a t legal definitions of foods and regu la to ry  definitions on gov
ern in g  how foods are to be labeled and advertised  m ay be contributory 
to  the  problem . L et me briefly try  to  explain w h at I mean.

Consumer Confusions Arising 
from Regulatory Classifications

From  the chem ical view point, foods are sim ply nu trien t carriers. 
The law, how ever, trea ts  foods as som eth ing quite d istinct from  m ore 
concentrated sources of nutrients (where there is less carrier and more 
n u trien t) . T hese m ore concentrated  sources of nu trien ts  are classified 
as drugs or m edicines.

T he regu la to ry  definition of foods excludes several of the categories 
we have been ta lk in g  about—vitam ins, m inerals and hem atinics sold 
as such, the special d ietary  foods used only under m edical supervision, 
infant formulas, and alcohol. The regulations govern how such products 
are sold as well as how th ey  are likely to be advertised. T herefore, 
th e  foods left, w hich are usually  advertised  over the  m ass m edia, are 
the dow nw ard m odifications, the enriched, restored , and fortified foods, 
and o rd inary  unm odified fresh or processed foods. T h a t m eans, in 
te rm s of “ dosage” of nu trien ts , the low er doses.

N ow th is m ay be well and good from  the  standpoin t of regu la to ry  
law. B ut, th is m eans th a t very  few consum ers probably  know  very  
much about the  h igher “dosage” n u trien t sources w hich are no t as 
likely to be advertised. I t  is no t th a t these products are  no t advertised  
at all, b u t it is th a t th ey  are no t advertised  in the m ass m edia b u t 
ra th e r in professional journals. Even for the scien tist (o th er than  the  
nu trition  scientist, who know s w here to  go to  get the  facts) it is not 
easy to find ou t the facts about these foods and  nu trien ts.
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T he fact th a t ob jective in form ation is no t easy to  come by on 
special dietary foods may be another reason why consumers have adopted 
som e of the unusual diets th ey  have. T hey e ither do not choose to  
take th e ir  problem s to  a physician or health  professional or they  be
lieve th a t th e ir ow n rem edy is better.

Ways of Providing Consumers 
with What They Want and Need to Know

I believe that education for more healthful food consum ption practices 
holds g rea t prom ise. L et me quickly run th rough  the  list I have of 
challenges in 1977 w hich involve delivering nu trition  education and 
consum er in form ation in non-form al se ttings ; th a t is, se ttings outside 
of the  educational system . N on-form al m eans of education include the 
m ass m edia, food packages, health  care encounters, and m any other 
vehicles of less concern to m ost of us today.

T he im plem entation  of these w ould at the sam e tim e dem ystify  
th e  food supoly  and help consumers to  select, if they  wish to, a diet 
w hich fosters health fu l food consum ption practices. In  order, these 
m easures in c lu d e :

(1) C onducting appropria te  clinical tria ls to determ ine the 
efficacy of n u trien ts  or n u trien t com binations available only by 
prescrip tion , followed up by com m unication of resu lts  to both 
health  professionals and the  lay public.

(2) R eview ing th e  efficacy of various O T C  preparations. 
A gain, in fo rm ing both the scientific and lay com m unity about 
findings. D evelopm ent of m ass m edia educational cam paigns by 
the  public sector m ay be effective.

(3) A doption of universal n u trien t labeling and percentage 
ingred ien t labeling. N ot ju s t on processed foods, bu t on all foods.

(4) U n it pricing.
(5) L abeling  for calories, P /S  ratios, cholesterol, sodium  and 

potassium .
(6) L istin g  of food colors by  num ber and food flavors by  

artificial c r natu ral, by  num ber as well.
(7) D evelopm ent of a data base for professional access on 

foods’ con ten t (for exam ple, p resen t or absen t) w ith respect to 
various substances, such as lactose, which cause adverse reactions 
to food am ong persons w ith  special d ie tary  needs.
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(8) D evelopm ent of a m ethod of expressing the cariogenicity  
of various foods ra th e r than  sim ply a s ta tem en t of concentrated  
carbohydrate  or sucrose con ten t (since den tal caries and no t 
sugar is the real prob lem ).

(9) And, above all, development of more vigorous and specific 
consum er education efforts, by the public sector in particu lar. 
T hese should include developm ent of b e tte r guidelines for nutri
tional claim s in the m ass m edia and indeed for all advertising  
w hich involves nu tritional claims. B etter guides to good eating  
w hich are in telligible to laym en and really  m eet the  recom m ended 
daily allow ance (R D A ) for all n u trien ts  also need to be considered. 
As you know , since the  R D A ’s of 1973 the  Basic 4 do not do this. 
F inally , the public sector m ust encourage the  developm ent of 
bias free consum er in fo rm ation  and educational m aterials.
I hope th a t all of us who are concerned about increasing the level 

of practical nu trition  education of the consum er and provid ing for 
more healthful food consumption practices will vigorously debate the pros 
and cons of these various m easures, and act on som e of them .

Positive effects can be achieved, at least in my view, by rely ing 
on ex is tin g  governm ent sanctions— th a t is, by no t endlessly extending 
legislation and the expansion of regulatory and enforcem ent activ ities— 
and by coupling th is with a V E R Y  M U C H  E X P A N D E D  G O V E R N 
M E N T  S P O N S O R E D  C O N S U M E R  E D U C A T IO N  E M P H A S IS  
IN  N U T R IT IO N . T his sort of education from the public sector 
w ould really have some teeth  to it, since its purpose would be to  in 
fluence consum er behavior related  to healthy  and th rifty  food con
sumption practices, and might even include com parisons betw een brands. 
People need to  know  m ore clearly th an  th ey  seem to a t p resen t the 
costs of convenience, w hat, nu trition  wise, they are g e ttin g  for th e ir 
m oney and w hat the n u trien ts  and o ther substances in food can and 
cannot do for th e ir  health , w hether they  be sick or well. C onsum ers 
may soon find that instead of suffering from the effects of informational 
anem ia (as som e believe they  have over the  past few decades) they  
m ay soon be s tru g g lin g  w ith  the  problem s of in form ational overload. 
But, in the meantime, the food supply will have been demystified and faith 
in its essential healthfulness restored ; thus, greater consumer sophisti
cation will be apparen t. O r at least, th is is m y op tim istic  view.

[The End]
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A Compliance Program 
and Enforcement Activities 

for Marketed Drugs
By T. E. B YERS

Mr. Byers Is Associate Director for Compliance, Bureau of Drugs,
Food and Drug Administration.

TH E  D E S I PRO G RA M  has been the key program  of the Agency 
for enforcing the  new drug  provisions of the Food and D rug  Act. 
During the operation of this program there have evolved certain policies 

which have finally culm inated in the curren t com pliance policy for all 
m arketed  new drugs. (T he  availab ility  of a com pliance policy guide 
covering th is  activ ity  was announced in th e  Federal Register of Sep
tem ber 29, 1976.)

The p resen t policy and program  is a resu lt of our experience w ith 
the D E S I program and is largely influenced by the case of Hoffman-La  
Roche v. Weinberger (U . S. District Court for D. C .). T he C ourt held 
th a t if the Food and D ru g  A dm inistra tion  (F D A ) had declared p re 
scription drugs to  be a new drug, th e  A gency could not perm it any 
identical, sim ilar or related  product to be m arketed w ithou t prio r 
approval of a N ew  D ru g  A pplication (N D A ) or an A bbreviated New 
D ru g  A pplication (A N D A ). As a resu lt of th is decision, we have 
reaffirm ed a position th a t all products m arketed as drugs under the  
D E S I program  are new  drugs and, therefore, require an approved 
N D A  or A N D A  as a condition for m arketing . In view of th is, we 
developed the  com pliance policy guide referred to above and are cu r
ren tly  m oving to  im plem ent it w ithin the  prio rities estab lished in 
th a t guide. T he aim of the  policy is to  develop a s tra teg y  to  deal on a
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p rio rity  basis w ith  those drugs w hich m ost affect public health  and 
safety, provide equitable trea tm en t for those firms involved and to  
have a m axim um  im pact on involved products. T o accom plish th is, 
we have estab lished various categories and are im plem enting the  pro
gram  w ith  each category  so th a t all p roducts falling in the category  
will be trea ted  in the  sam e fashion in order not to  discrim inate between 
firm s involved. T he general tack to  assure com pliance w ith  the A ct 
w ith in  these prio rities is to a ttem p t to  assure vo lu n tary  com pliance 
th ro ug h  the issuance of a regu la to ry  le tte r to each affected firm and 
a com m itm ent on the p a r t of the  A gency to take appropria te  regu la
to ry  action, e ither by seizure of p roduct or by in junction, w here vol
u n ta ry  com pliance is no t forthcom ing. L et me assure  you th a t the 
issuance of a regu la to ry  le tte r is no t an em pty  th re a t and we are 
com m itted to  take appropriate  action and, in fact, have been doing 
so since the D E S I program  began.

Ineffective Drugs
L et me now tu rn  to  our p rio rities in the curren t com pliance policy 

regard in g  th is m atter. T he first p rio rity  under the D E S I program  
now  established as C ategory  1 under the com pliance policy guide is 
th a t covering ineffective drugs. T his has been a highly efficient p ro
gram  carried ou t over the past several years. U n der th is program  
as of Septem ber 30, 1976, there w ere 899 d rug  products nam ed in D E SI 
announcem ents as being  ineffective. 856 products are now  in com pli
ance w ith  activities in connection w ith  them  resu lting  in 215 recalls 
and 2 seizures. T here  are cu rren tly  43 d rug  products still open, either 
being  followed up, postponed or in litigation. In the case of d rug  
re la ted  to  those specifically nam ed in D E S I announcem ents we have 
issued 2.009 reg u la to ry  le tters affecting 6,078 products. C urrently , 5,856 
products are in com pliance in w hich 779 recalls and 28 seizures w ere 
involved. T here  are p resen tly  221 products in th is related  group still 
open of w hich 218 w ere in som e form  of litigation.

In this activity, the importance of the applicability of D E S I notices 
to identical, related and similar products as announced under Reg. 21 
C FR  310.6 is evident. As you recall, ou r position regard in g  th is  appli
cability  was spoken to by the  Suprem e C ourt regard in g  the Bente.v 
case. F or m axim um  im pact and for sound enforcem ent of the  Act, 
we shall continue to  utilize the  re lated  and sim ilar concept.
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Bio-Products
T he second category  in p rio rity  im plem entation  of our compliance 

policy program  w as the  bio-products. T h a t is, those D E S I-effective 
prescrip tion  drugs w ith  know n or po ten tia l bioavailab ility  or bio
equivalency problem s. T his program  w as in itia ted  early  th is  year and 
is scheduled for com pletion by D ecem ber 31, 1976. These are the 
drugs identified in D H E W  Publication, No. FD A  76-3009. This category 
involves approxim ately  170 d ru g  entities and at the p resen t tim e 410 
d ru g  products have been identified. T he field d istric ts  have submitted 
59 seizure recom m endations of which 41 have been approved, 12 dis
approved and there  are cu rren tly  6 pending. F irm s involved have made 
recalls of 30 products. U nder com pliance P rogram  No. 7332.26 the  
various field d istric ts  were delegated the responsib ility  for issu ing 
regu la to ry  le tte rs  to firms covering th is  p roduct and carry ing  out 
app ropria te  reg u la to ry  actions. In the  regu la to ry  letter, affected firm s 
w ere asked th e  follow ing pertinen t questions :

(1) A n estim ate of the qu an tity  of the  drugs m anufactured  
w ith in  the  previous 12 m onths.

(2) An estim ate of the size and frequency of shipm ents w ith 
in th e  previous 12 m onths.

(3) An estim ate of the qu an tity  of the product in inven tory  
un der th e  firm ’s control.

(4) T he firm ’s in ten tion  w ith respect to rem oval of o u t
stan d in g  stock from  its direct consignees.
T he tim e for response, as in th e  case of o ther regu la to ry  letters, 

w as 10 days a fte r receipt of the letter. W here  th ere  were significant 
stocks of the d rug  m anufactured  rem ain ing  in trade  channels, we 
advised th a t we w ould require recall to  the consignee level. In  cases 
w here such corrective action w as no t prom ptly  undertaken  we advised 
th a t we w ere p repared  to  in itia te  p rom pt regu la to ry  action which we 
have done as indicated by seizure actions filed.

DESI-Related Drug Products
W e are cu rren tly  prepared to move into C ategory  3 of ou r en 

forcem ent p rio ritie s ; nam ely, those d rug  products which w ere D E S I- 
related  as effective, included in the  Top 200 m ost w idely prescribed 
drugs, bu t no t including antib io tic  topical p reparations or those drugs 
covered in  C ategory  1 or 2. W e estim ate th a t there are approxim ately  
25 d rug  en tities covered by th is C ategory. T his program  will be 
handled sim ilarly  to the  C ategory  2 program .
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W ith o u t go ing in to detail I w ill list the o ther categories:
(1) C ategory  4— B iorelated drugs
(2) C ategory  5—-Other identical D E SI-effective prescription 

drugs
(3) C ategory  6— O ther related  D E SI-effective prescrip tion  

drugs
(4) C ategory  7— D E S I-effective prescrip tion  topical prep

arations, both identical and related.
In  all of the above categories of priority a “final determination” has 

been made. In  addition to these, how ever, are the  D E S I p arag raph  14 
drugs which are cu rren tly  exem pted from  regu la to ry  action  to a large 
ex ten t under Ju d g e’s B ry an t’s order. U n der th is  program , w hen re
qu irem ents for protocol have been estab lished by publication in th e  
Federal Register, drugs which are subject to the Federal Register an
nouncement will be sub ject to  com pliance actions under Category I 
p rio rity .

In  the  case of D E S I, less than  effective drugs such as possibly 
and probably effective drugs and those w ith cu rren t notices of oppor
tu n ity  for hearing, com pliance activ ity  prio rities will be determ ined 
by  the  final determ ination  m ade for these products. If the d ru g  is 
deemed ineffective, it will be handled under C ategory  1. If it is up
graded to  effective, it will be handled under the  appropria te  category  
depending on the type  of the product.

Drugs Subject to Pre-1962 NDAs
A nother area of concern is a certain  num ber of drugs sub ject 

to pre-1962 ND As which have not gone under D E S I review. W e are 
im plem enting procedures so th a t d rugs or class of drugs of th is  ty pe  
will have an effectiveness determ ination . W hen the final determ ina
tion is m ade these d ru g  products will be sub ject to com pliance actions 
as determ ined prio rities estab lished above.

W hile the  in ten tion  of th is en tire  program  is to estab lish a single 
standard  for safety and effectiveness of drugs and for m arketing  con
ditions for these drugs, the A gency will no t approve con tracts for 
purchase by o ther federal governm ent agencies (D O D , VA, P H S ) of 
anv d rug  su tie c t to  th is policy w hich does no t have an approved NDA 
or A N D A  th a t is d irectly  covered by C ategories 1 th rough  7 previouslv 
m entioned. If offered for governm ent purchase, such purchase will 
not be approved in the  absence of an approved N D A  or AN D A  no t
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w ith stan d in g  the fact, th a t we have no t im plem ented the  program  in 
th e  p rivate  sector for all com pliance categories.

W e in tend to  v igorously pursue th e  com pliance policy setup in 
the  com pliance policy guide to the end th a t we will rem ove from  the 
m arketp lace all p roducts requ iring  N D A s or A N D A s w hich do 
no t have such approvals. W e tru s t  th a t th is endeavor will be com 
pleted w ith in  the nex t 2 years and th a t it will resu lt in a single standard 
for the  safe ty  and efficacy of d rug  products which is not dependent 
on the calendar or availab ility  of resources to the A gency a n d /o r  the 
w him s of the regu la ted  industry . A nother resu lt will be th a t we will 
n o t find ourselves in th e  em barrassing  position of being ordered by 
the court to  enforce the  law  or our being m anipulated  by  firms looking 
for com petitive advantage. M ost im portan tly , we tru s t these activities 
will resu lt in a reasonable assurance of safety and efficacy of prescrip 
tion  d rug  supplies for the  A m erican consum er. [T he  E nd ]

FDA CONTINUES REGULATORY PROGRESS 
TOWARD OPEN AGEN CY

The progress of proposed regulations to accompany the recently-issued 
rules on public hearings was discussed in a recent Food and Drug Adminis
tration Talk Paper. The Agency announced that it will soon issue regulations 
on consumer petitions, on the issuance of new regulations, and on other Agency 
responsibilities. The FDA will also continue its issuance of regulations gov
erning enforcement procedures. The new rules will require the Agency to 
maintain a public calendar of meetings between top Agency officials and 
non-government persons and of upcoming open meetings. The rules will re
quire that minutes of meetings be maintained for public inspection.

Rules covering recall policy and procedures for pre-prosecution or show- 
cause hearings have already been proposed, and others setting out criteria 
for the prosecution of firms or individuals and governing the FDA’s policies 
on publicity and regulatory letters are scheduled for proposal early this year.

Unless specifically closed by the Commissioner, all FDA advisory panel 
meetings will be open, including deliberative sessions. Meetings may be closed 
only to protect trade secrets, personal privacy, or legally exempt matters. The 
Agency also noted that minor changes will be effected in the Freedom of 
Information regulations.

CCH F ood Drug Cosmetic L aw R eporter, 41,812
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Individual Product Licensure
By M. J. SCHIFFRIN, Ph.D.

Dr. Schiffrin Is Assistant Vice President of Hoffman-LaRoche, Inc.

ON  T H E  SU R FA C E , it w ould appear th a t we in in du stry  face a 
re la tively  easy task  today. W e have been asked to discuss a new 

policy se t forth  by the Food and D ru g  A dm in istra tion  (F D A ). W e 
all know  how  m uch easier it is to  criticize th an  it is to create. I t  is 
som eth ing  like bu ild ing  a new type  of house. T he arch itect and the  
builder may have done good professional jobs, yet passersby  and those 
w ho exam ine th e  in terio r of the  house, find it very  easy to  criticize 
bo th  the arch itec t and the  builder.

Questions Regarding Policy
W ith  th is in m ind, I will try  to re stric t m yself to facts (as I know  

them) and questions regarding the policy. In  preparing for this meeting, 
I examined the Federal Register notice of September 23, 1976 announcing 
th e  availab ility  of an adm inistra tive  guideline, “M arketed  N ew  D rugs 
W ith o u t A pproved N D A s or A N D A s”. T he docum ent w as announced 
as being available for public view or a copy could be obtained on w rit
ten  request. O ne m igh t ask w hy the  policy w as no t published in its 
en tire ty  in Federal Register (as was done for earlier policy on June 20, 
1975). On the o th e r hand, publication  of the availab ility  of the  new 
policy, and the  F D A ’s participation  in th is  m eeting  m ust be accepted 
as evidence of the A gency’s desire to  m ake this policy known to all.

On O ctober 5, 1976, I received a typescrip t of the policy from  the 
Food and D ru g  L aw  In s titu te  (F D L I) . Tw o days later, th rough  
regu lar channels, I received th e  prin ted  version of th e  docum ent in 
the form of an FD A  Compliance Policy Guide # 7 7 3 2c.08 dated  O ctober 
6. 1976. I t  is reasonable therefore to  assum e th a t all A gency personnel 
find the district offices have been made aware of this policy.
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Implementation of Policy
T his policy guide m akes reference to th ree  o th e r docum ents re 

lated to  th e  im plem entation  of the policy. O ne is D. H . E. W . P u b li
cation No. (F D A ) 76-3009 (rev ised 6 /76). A copy was in m y w ork ing 
file. I t is the well-known blue docum ent listing  the  holders of approved 
N D A s for drugs presenting actual or potential bioequivalence problems.

T he o th e r references w ere to the program s identified as “C. P.
7332.02 and 7332.26”. I did not have these although  m y file is usually  
up to  date on com pliance policy guides. As an experim ent, I w rote to 
the Public R ecords and D ocum ent C enter requesting  copies in accord 
w ith  the Freedom  of Info rm ation  Act. A sim ilar request w ent to  the  
FD A  D istric t Office. T hrou gh  som e adm in istra tive  n rsad v en tu re  or 
due to  the  estab lished vagaries of the postal service, ( the  la tte r  is m ore 
likely), I did no t get the requested  docum ents w ith in a reasonable 
time. B eing a h igh ly  nervous type, I gave up th is little  experim ent 
and called Mr. F aven der directly. As alw ays, he w as helpful and in
form ative, and prom ised to send me the  docum ents. On N ovem ber 18, 
1976, I received copies of Compliance Program  Guidance Manuals # ’s
7332.02 and 7332.26.

T he first of these, 7332.26, is dated  June 1, 1976 and is en titled , 
“N ew  D rugs (P rescrip tion ) N ot Covered by A pproved N D A ’s.” Tt 
bears an im m ediate im plem entation  date, and is scheduled for com 
pletion in the  field by  Septem ber 30, 1976 and in the B ureau by D e
cem ber 31, 1976.

Bio-Problem  List
T he objective of th is program  is to rem ove from the m arket all 

p roducts identical to those in the bio-problem list which do not have an 
approved new d rug  application (N D A ). Since th is  program  w as 
com pleted in the field tw o m onths ago, it w ould be in te res tin g  to know 
how m any products have been rem oved from  the m arket as a resu lt 
of th is  program .

T he second Compliance P rogram  Guidance M anual ( # 7 332.02) 
is dated Jun e  28, 1976, and is entitled, “D ru g  Efficacy S tudy  Im ple
m en ta tio n”. I t  has an im plem entation  date of Ju ly  1, 1976, and is 
scheduled for com pletion in the field by Septem ber 30, 1977 and in the 
B ureau by M arch 31, 1978.

T he p rim ary  objective of th is program  is to Identify those d rug  
products which are related to drugs listed in the  D rug  Efficacy S tudy  
Im plem entation  (D E S I)  notices. F irs t p rio rity  is given to rem oval
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of such products from  the m arket if they  are related  to drugs which 
have been found to be ineffective. Second p rio rity  is given to  com pli
ance for those products re lated  to  d rugs which have been judged  to  be 
o th e r th an  ineffective.

Category I
This program is listed under C ategory  I of the  policy being 

discussed today. W hile  th is category  bears th e  head ing “ Ineffective 
D ru g s”, I sug gest th a t a title  such as “Ineffective R elated D ru g s” 
m ight, perhaps, be m ore descriptive.

F rom  a review  of these docum ents, it appears th a t:
(1) the  policy we are discussing, has to  some ex ten t, a lready

been im plem ented and,
(2) em phasis on related  drugs has been underw ay since July

of th is year.
While I will speak further on related drugs, it appears that Sec. 310.6 

of the regula tions requires careful study  by all p rud en t m anufacturers. 
This is a very  com plex issue, and to  the best of m y know ledge, related  
drugs, as described in Secs. 310.3 and 310.6 have not been sub ject to 
judicial review.

T he policy also m ade reference to the “Top 200” m ost w idely 
prescribed drugs which have been D E S I-ra ted  as effective. T he policy 
guide sta tes  th a t a list “will be prepared  by the  B ureau of D rugs w hen 
th is portion  of the policy is im p lem ented”. W h a t are th e  “Top 200”, 
is th ere  such a list, has it been m ade available by the F D A ? All th a t 
I could find w as an article entitled , “T he T op 200 D ru g s” in the April 
1976 issue of Pharmacy Times. This published list w as apparen tly  de
rived from  the  N ational P rescrip tion  A udit. W h a t re lationsh ip  i t  has 
to  the F D A  list, I do no t know.

The policy under C ategory  I I I  contains the  follow ing first sen
tence, “T his p rio rity  involves se lecting  from  the  “T op 200” m ost widely 
prescribed drugs those drugs which have been D E SI-rated as effective.” 
C ategory  I (ineffective) and C ategory  II (bio-problem s) and antib io
tics are not included in the F D A ’s Top 200.

DESI-Rated Products
In review ing the  top 25 drugs on the published list, I was able to 

identify  7 D E S I-ra ted  products. E ig h t products appear to have NDAs 
approved a fte r 1962 and I assum e th a t they  are safe and effective.
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A ccording to  th e  policy, 4 of the  top 25 products will no t be con
sidered as th ey  are antib iotics. I assum e th a t antib io tics are excluded 
because th ey  are sub ject to certification by the  F D A  and the  Agency 
is confident th a t  th ere  is no m arketing  of non-certified antib iotics. 
T hree  of the top 25 products have bio-problem s. T hese are in C ate
gory  II  and have a h igher p rio rity  th an  the  products on the Top-200 
list. T he rem ain ing  th ree  products do not appear to have NDAs.

If  m y analysis of the top 25 is rep resen ta tive  of the entire  list of 
Top-200, there will be about 56 products with D E SI notices. After exclud
ing those  w ith  less th an  effective ra tings, it w ould appear th a t the  
num ber of products in C ategory  I I I  is relatively  sm all. T herefore, 
can one conclude th a t im plem entation  of th is p a r t of th e  policy will 
proceed rap id ly?

I t w ould be very  helpful to know  w h at principles guide the Agency 
in its policy and what guidelines the Agency will use in the implementation 
of the policy. Some of the questions which might be asked are:

Determination of Category III
I t  appears th a t the determ ination  of C ategory  I I I  will be based 

first on the  num ber of p rescrip tions for each product. W h a t will be 
the  second criterion? W ill it be the po ten tia l for serious harm  to 
p a tien ts?  F o r exam ple, is the po ten tial for harm  grea te r for a non- 
N D A  d ru g  used in cancer chem otherapy than  it is or an non-N D A  
cough suppressan t?

T his is the first tim e I have m ade reference to  patien ts. To w hat 
ex ten t has the  A gency considered patien t-benefit in th is po licy? Tn 
the  four and a half p rin ted  pages of the policy, on ly  a single reference 
is made which applies to patients—or physicians. On page 2 (C om pli
ance Policy Guide 7132c.08), the  s ta tem en ts  appear: “ . . . the Agency 
has developed a strategy ' to deal on a priority' basis w ith those drugs 
which most affect public health and safety to provide equitable treatment 
am ong com peting firms, and to have a maximum impact on violative 
products.” Categories I and II  are obviously addressed to patient-benefit 
since they relate to ineffective products and products with bio-problems. 
W h a t is not clear, how ever, is how p a tien t/p hv sic ian  in terests  will 
be considered in the im plem entation  of C ategory  III .

Patients and Physicians
l  am sure th a t it is pa rt of th e  un derly ing  philosophy of the  Agency 

to consider the effects of its policies and regulations on p a tien ts  and
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physicians. I t  w ould appear to be in the  A gency’s own in te res t to 
em phasize th is  consideration in all of its publications. In  this regard, 
we ourselves m ay be faulted. T his panel consists of tw o physicians 
w ork ing  full-tim e at adm in istra tive  tasks, tw o atto rneys, an expert 
in regu la to ry  com pliance, and  a m isplaced physiologist. W ho here 
represen ts the  p a tien t and th e  full-tim e m edical p rac titio ner?

A nother elem ent is the num ber of duplicates for each d rug  product. 
Is it the  in ten tio n  of the A gency to  use the  in form ation it has via d rug  
listing, to  determ ine the  ex ten t of duplication of each d rug  entity? 
H ow  does the  A gency in tend  to w eigh th is facto r in the im plem enta
tion of C ategory  I I I  ?

H ow  will the A gency tre a t those drugs which w ere m arketed  be
fore 1938? I t m ight be argued  th a t it w ould be as m uch in the  patient’s 
in terests  to  assure proper m anufacture  and labeling of th is class as 
it is to review  those products m arketed  betw een 1938 and 1962. O r 
p u t ano ther way, is G randpa still alive and w ell? W hile a t first he 
had to  be 24 years of age, he now has to be a t least 38 years old to  
qualify  for his exem ptions. Should th is age lim it be raised, lowered, 
or abolished ?

W ill any special a tten tion  be given to  specific instances brought 
to the  a tten tion  of the  A gency? F o r exam ple, under the  Freedom  of 
Info rm ation  A ct, I received a copy of a le tte r from  a law  firm to th e  
A gency, dated  N ovem ber 14, 1975. T he firm ’s client, a m ajo r p h a r
m aceutical com pany, had in 1970 and 1972 b rou gh t the  A gency’s a tte n 
tion to tw o products m arketed  w ith ou t approved N D A s. O ne of these 
products is an over-the-counter (O T C ) topical ophthalm ic preparation . 
T he product contains an active ingred ien t a t a concentration  g rea te r 
th an  th a t recom m ended by the  O T C  O phthalm ic Review  Panel. To 
the  best of m y know ledge, th e  issue has not yet been resolved by the 
Agency. I t  w ould be helpful to know  w hat p rio rity  will be assigned 
in such instances.

Good Laboratory Practices
W ith  reference to  p rio rities and tim e required  for im plem entation, 

the A gency policy contains the s ta te m e n t: “W ith the resources p res
ently  available for a tta in in g  industry-w ide com pliance, it is estim ated  
th a t th is goal will take a t least tw o years to  achieve.” I t  is our un der
stand ing  th a t the A gency has had an increase of 16 m illion dollars in 
its budget to  be applied for the enforcem ent of Good L abo ra to ry  
P ractices (G L P s). Since the  final G L P  regulations have no t yet
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been issued, and in  view of the fact th a t th e  policy being discussed 
today  goes to  the very  h eart of the A ct itself, it w ould appear th a t im 
p lem entation  of the  policy w ould be at least as im p ortan t as is the 
enforcem ent of a regulation  yet to be issued. I t  is m y un derstan d in g  
th a t at p resen t there  are about 900 operational inspectors and an 
additional 600 are being hired for the  im plem entation of G L P . H ow  
m any inspectors, or w hat p roportion  of th e ir  tim e will be allocated 
to im plem entation  of the policy we are discussing? Also, it w ould 
be of in te rest to learn w hat portion  of the  to ta l bu dg etary  increase 
is in tended for im plem entation  of th is policy.

T he  last m ajo r elem ent to which T invite your a tten tion  is “re
lated drugs.” I have examined Sec. 310.3(5) (k) of the regulations which 
defines “related  d ru g s” . F rom  a com parison of the language in th is 
regulation  and th a t in the policy, it appears th a t a t least tw o new 
term s have been in troduced w ithou t definition.

Bio-Related Drugs
The first under C ategory  IV  (“ B io-R elated D ru g s”) is “ related 

chem ical and dosage form s”. (E m p hasis provided). T he second is 
found in C ategory  V I ( “O ther R elated D E S I-E ffective  P rescrip tion  
D ru g s” ) w hich refers to “related  chem ical dosage form s”.

A related  dosage form, in m y view, m ight indicate a relationsh ip  
betw een all tab le ts, all capsules, etc. O r will the A gency take the 
b roader position th a t all solid oral dosage form s are “re la ted ”. As for 
“related  chem ical dosage form s”, does th is  m ean dosage form s of 
related  chem icals, or chem ical dosage form s which are related  and 
w hat is a “ chem ical dosage form ” ?

I can hear m y friends at L aw  te lling  me to read the regulation  
(310.3) m ore carefully, for it s ta te s : “T he phrase ‘related  d ru g (s ) ’ in
cludes other brands, potencies, e tc .......... ” (E m phasis p rov ided). T hus,
the  orig inal regulation  m ight be considered by some as open-ended 
and perm ittin g  the A gency to  add w hat it w ishes to the definition of 
the  re la ted  drugs.

In  m y view, the area of related  drugs and how it will affect the  
im plem entation  of th is  A gency policy will prove to be one of th e  m ost 
con ten tious and difficult of problem s. T he addition of new term s to 
the definition of related drugs does not appear to aid in the resolution 
of the  problem . Surely, there  m ust be a  b e tte r way. [The End]
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Antibiotics in Animal Feeds 
Current Status

By GERALD B. GUEST, D.V.M.

Dr. Guest, Is Special Assistant to the Director, Bureau of Veterinary 
Medicine, Food and Drug Administration.

IN O R D E R  T O  D IS C U S S  the  s ta tu s of the antib io tics in the  
animal feeds program , one m ust first decide ju s t how m uch back

ground  and know ledge the audience has on the  subject. I believe th a t 
I have tw o advantages in th is regard. F irst, I am reasonably  certain  
th a t the  individuals here have followed the  program  closely and m ost 
of you know  a g reat deal about it. Secondly, you have had the privilege 
of hearing  Dr. Solom ons and Dr. M osier speak. Since these  tw o fac
to rs are operating , I am not p lann ing  to re trace  the h isto ry  of the  
issue. W h a t I do w an t to do is ta lk  to you about w here we are today 
in the  antib io tics of th e  anim al feeds program , to discuss som e of the 
th ings we are doing at the Food and D ru g  A dm inistra tion  (F D A ) 
and to  offer som e th o u g h ts  abou t the  future.

F irs t, w here are we today? You have heard Dr. M osier say th a t 
his subcom m ittee will be filing th e ir  report w ith  the  N ational A dvi
sory Food and D ru g  Com m ittee (N A F D C ) for the com m ittee’s con
sideration  on Jan u a ry  24, 1977. F o r those of you who m ay no t have 
a ttended  any of the subcom m ittee’s m eetings, let me backup and tell 
you a few things that Dr. Mosier did not mention. F irst, he did not 
tell you how very  hard the  chairm an, the m em bers and the consul
tan ts  have w orked and how m uch scientific data  w ere presen ted  to 
them  in a sho rt time. You will no t find a m ore dedicated and con
cerned group. I th in k  th a t all of us at the FD A , w ho have w orked 
w ith the  subcom m ittee, have found it to be a pleasure. One appreciates 
the kind of good and solid effort th a t cam e from  the group. T he m an
ner in which th e  individual m eetings of th e  subcom m ittee have been 
conducted could serve as a m odel for th is type of endeavor. C redit
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for th is situation  is due largely to Chairm an Dr. M osier. No portion 
of any  m eeting  was closed. Subcom m ittee deliberations w ere con
ducted  w ith  in terested  persons looking on. I believe th a t  it is safe 
to  say th a t every person who w an ted  to be heard was given th a t op
p o rtu n ity  either du ring  the form al open hearing  portion  of the  m eet
ings or du ring  the  give and take discussions w hich were held th ro u g h 
out. In  short, I do not th in k  th a t we or the  public could have asked 
for m ore from  th is activity.

Data on Penicillins and Tetracyclines
T he subcom m ittee has review ed data on th e  penicillins and 

tetracyclines and th e ir  com bination products, as well as inform ation 
on sulfaquinoxaline. x'Vgain, we expect to  have the  advice of the 
N A F D C  in late Janu ary , 1977. Y ou m ay w onder abo u t th e  o ther 
d rugs w hich the  F D A  exam ined. T he review  on one drug, bacitracin , 
has been com pleted. R esu lts indicate th a t its use at low levels satisfies 
the  anim al and hum an health  criteria  specified by the  A ntibio tics in 
Feeds T ask  Force. In  o ther cases, our review  has no t yet been com 
pleted. W e are still aw aiting  in form ation from  the d ru g  firms about 
certain  products for which studies have had to  be repeated. F o r th is 
reason we have no t yet reached a decision on the s ta tu s  of a group 
of macrolide drugs under review, tylosin, oleandomycin and erythromycin.

W e m ust be aw are of a factor w hich has arisen since th e  T ask 
Force issued its  report. I t  m ust be considered in discussing th is group 
of closely related  com pounds. T his is the  occurrence of cross-resistance 
to the macrolides in Gram-positive organisms. The incidence of streptococcal 
stra in s sim ultaneously  resis tan t to  m acrolides, lincom ycin and vir- 
giniam ycin-like antib io tics has been m arkedly increasing in recent 
years. R -plasm ids have been dem onstrated  in  Streptococcus agalacHae 
(G roup B) as well as in Streptococcus pyogenes (G roup A) and 
Streptococcus faecalis (Group D ). Tetracycline resistance is often present 
on another plasmid in these organisms. Some of these plasmids appear 
to  be self-transm issible and prom ote tran sfe r in a m anner sim ilar to 
th a t found in E. coli. In  con trast, o ther Streptococcus pyogenes stra in s 
appear to transfer th e ir R -plasm ids by m eans of bacterial viruses, as 
is the  case of Staphylococcus aureus.

Phage-Mediated Transfer
P hage-m ediated  tran sfe r of plasm ids con tain ing  de term inan ts for 

ery throm ycin  resistance or for penicillin or te tracycline resistance has
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been dem onstra ted  in staphylococci. As w ith  streptococci, erythromycin 
resistance resu lts  in cross-resistance to o ther m acrolides such as 
ty losin  and oleandom ycin. F urth erm ore , ery th rom ycin  resistance is 
often  accom panied by resistance to lincom ycin and virginiam ycin-like 
com pounds.

T he appearance of streptococcal s tra in s re sis tan t to  ery th rom ycin  
and te tracycline  m akes it difficult to  provide a lte rn a te  th erap y  for 
hum ans allerg ic to  penicillin. F u rth erm ore , wide usage of m acrolide 
antib io tics m ay in troduce selective p ressure  for resistance to  tylosin, 
a  valuab le th erap eu tic  d rug  in v e terinary  medicine. F o r these rea
sons, in  the fu ture, we m ust carefully follow th e  occurrence of G ram 
positive resistance to  these drugs, as well as th e ir  effect on the num 
ber of G ram -negative organism s p resen t in the gut.

Reviewing and Redefining Data
As you can see, scientific advancem ent never stops. T he process 

of review ing and refining data, no m a tte r  w hat th e  issue, should 
alw ays be a con tinu ing  one. I t  concerns me w hen I hear som eone 
refer to  w ork  on a m arketed  product as “ defensive research .” W e 
should no t th ink  of it in a “defensive” way. I t  should be looked upon 
as an ob ligation to  the  consum er to con tinually  search for b e tte r w ays 
of using  d ru g  products. I t  is a p a r t of th e  tru s t th a t we m ust have 
from  the  consum er. W e should all continue to strive  for th e  use of 
beneficial d rugs and m ethods w hich will pose no th re a t to the 
public health .

W h a t are some of the th ings th a t we are doing to d ay ?  A lthough  
the com m ittee recom m endations are far from  being im plem ented as 
F D A  policy, based on Dr. M osier’s p relim inary  discussion w ith  the  
N A F D C  in Septem ber, 1976, we have begun to  take som e steps in 
an tic ipation  of the  future. I will describe a few of these projects.

(1) W e are in the  process of considering a plan to establish 
a s ta tis tica lly  valid data  base on the incidence and spectrum  of 
bacterial d ru g  resistance in dom estic anim als. T he da ta  would 
be useful in the fu tu re  in m easuring  any  change in resistance to 
an tibacteria l agen ts which m ight occur as a resu lt of changes in 
use p a tte rn s  of an tibacteria l drugs.

(2) A collection of in form ation has begun for an analysis 
of th e  environm ental im pact of the policy which is being recom 
m ended. T h is w ould include bo th  the  effect of decreased use of 
certain  drugs and the increased use of a lte rn a tiv e  drugs.
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(3) A n inhouse com m ittee of scien tists is extensively  ex
p loring  the  use of a lte rn a te  d rugs and m ethods in an a ttem p t to  
identify  a lte rna tives to long-term  use of penicillin and  tetracyclines. 
T h is com m ittee will be concerned particu larly  w ith  those products 
used for the  prevention  and control of anim al diseases.

Current Labeling
T he m ajor criteria  for a sub stitu te  (or a lte rn a te ) d ru g  are cur

ren t approval and app ropria te  cu rren t labeling. D ata  shall have indi
cated th a t effectiveness and safe ty  are assured. If cross-resistances 
have been show n for the  sub stitu te , w hether plasm id-m ediated or non
plasm id m ediated, th is m ust be considered. If, for a specific disease 
or diseases, no a lte rn a te  can be identified, endorsem ent m ay be m ade 
for continued use of penicillin or the  tetracyclines, bu t w here pos
sible, specific periods of tim e in an an im al’s life will be specified. T he 
p rim ary  th ru s t is to be the  use of the drugs on ly  for the sho rtest 
tim e necessary.

I believe th a t, in the future, it will continue to be the respon
sib ility  of th e  d rug  industry , the  anim al production  industry , the 
v e terinary  m edical profession, and the F D A  to see th a t g row th  pro
m otion and disease prevention  drugs are used judiciously. Inasm uch 
as possible, g row th  prom oting  drugs should be those not used for 
therapy  in m an or anim als. In the  case of disease-preventing  products, 
decisions becom e m ore difficult, b u t I believe we should continue to 
search for a lte rn a tiv e  m ethods of p reven ting  and con tro lling  livestock 
and po u ltry  diseases. In  those cases w here prophylaxis w ith a th e ra 
peutic d rug  is our only alternative , the drug  should be used sparingly.

Procedural and Legal Checks and Balances
As you can see, we have som e distance to  go yet before we com 

plete our orig inal task  as it was s ta ted  in the  April 20. 1973, policy 
sta tem ent. C ertainly , bo th  the anim al d rug  in du stry  and th e  FD A  
have m ade a trem endous am ount of progress tow ard  these ends. A l
though it is difficult un der our system  of procedural and legal checks 
and balances to  pred'Ct a tim e for an endpoint in the  presen t program . 
I am hopeful th a t the  p resen t review  process can be closed ou t du ring  
calendar year 1977. H ow ever, as long as we adm inister d rugs to 
anim als and m an consum es edible products from these anim als, it is 
doubtful th a t th is and sim ilar program s will ever be com pletelv 
finished, and th is is precisely the w ay th a t it should be. [T h e  E nd]
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Section 514.111 o f  Title 21
By ANN B. HOLT, D.V.M.

Dr. Holt !s Acting Director for the Division of Drugs for Ruminant 
Species, Bureau of Veterinary Medicine, Food and Drug Ad
ministration.

H E  C U R R E N T  FO R M  3S6V, taken from the G eneral Provisions
of Section 514, subpart A of the R egulations does not refer to 

Section 514.111 which is in sub part B of th is  section and is en titled  
“Administrative Actions on Applications.”

T hose of us who have w orked for the B ureau of V eterinary  
M edicine for several years, and I th ink  the adm inistra tive  people for 
th e  d rug  in du stry  itself, have in the p ast concentrated  on exp lain ing  
and fulfilling the provisions ou tlined on the Form  356V and have 
failed to  p u t a g reat deal of em phasis on the  adm inistra tive  sections 
of the  R egulations and on Section 514.111 in particular. T his section 
captioned, “R efusal to A pprove an A pplication ,” delineates the rea
sons the Com m issioner, w ith in  180 days after the filing of an app li
cation, m ay inform  a d rug  sponsor of his in ten tion  to issue a notice 
of op po rtun ity  for a hearing  as to w hy he proposes to refuse approval. 
M ost of us th a t review7 applications, have review ed them  on th e ir  
m erit and have w ritten  le tte rs  to sponsors which ou tline and explain 
the  deficiencies found du ring  our review. T hese le tte rs  have been 
w ritten  as described in Section 514.100 of the R egulations and have 
rare ly  been seriously challenged. As a consequence, I th in k  bo th  we 
and the industry , have neglected to  fully fam iliarize ourselves w ith 
Section 514.111. And we have not in our correspondence specifically 
delineated w here an incom pleteness falls as it relates to the nine 
paragraphs under p a rt (a) of th is regulation.

Incomplete Letter
In  m y experience it has really  been rare, for a sponsor to  serious

ly challenge us on an incom plete le tter. In  m ost cases w here there has
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been disagreem ent, the  d isagreem ent has been resolved w ith  our 
A gency’s and the  S ponsor’s scien tists  s ittin g  around a table. H o w 
ever, in the past tw o years, w ith  th e  im plem entation  of the Freedom  
of Info rm ation  A ct and our receip t of m ore and m ore requests for 
descrip tions of the data  in applications which led us to conclude a 
d rug  is approvable, w e reference th is section m ore and m ore in con
ferences and letters.

W e have th u s  learned th a t Section 514.111 is one w hich all of us 
m ust be acutely  aw are of early  in the developm ent of a product. One 
w hich people design ing the  protocols, in assem bling the  data  derived 
from  studies and in assem bling  the new anim al d rug  applications prio r 
to subm ission, m u st refer.

T he first four p arag raph s in th is section have not been con
troversial, th ree  of them  rela te  to safe ty  and one to  m anufacturing  
facilities and controls. I t  is the  fifth paragraph , which has been m uch 
discussed in the  last tw o years, because th is paragraph  defines w hat 
the Com m issioner, and, therefore, the  Food and D rug  A dm inistra tion  
(F D A ) considers substan tia l evidence to support the efficacy of a 
new anim al drug. The term of course, is taken directly from the Act 
w hich requires substan tia l evidence of w ell-contro lled investigations, 
including field investigation , to  support the efficacy of drugs.

New Animal Drug Amendments
H istorically , w hen the new  anim al d rug  am endm ents w ere passed 

by C ongress and, subsequently , C ongress’s w ishes w ere spelled ou t in 
regula tions for new  anim al drugs, m any of the regula tions w ere lifted 
“in to to ” from  the  hum an d rug  sections and placed in to w h at are now 
the  anim al d rug  sections. T h is w as not only an efficient m anner to 
do things, or to  accomplish implementation of the animal drug amend
m ents, b u t in addition , there  are only rare  instances in which the  
s tan dards for an anim al d ru g  m ay be different than  those used to  
dem onstra te  effectiveness of a hum an drug. C onsequently, Sections 
313.111 and 514.111 of the  R egulations are very  closely related.

A t the  p resen t tim e, the  B ureau has proposed, and I believe the 
proposal is in the  cu rren t bu reaucratic  gristm ill, to revise our cu rren t 
regulation  to  m ake it even m ore com parable to  the  hum an regulation.

If  our proposal is adopted, we believe it will be m ore applicable 
to  th e  developm ent of data  for therapeu tic  drugs used in individual
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anim als. T he cu rren t regulation , if tak en  literally , is b e tte r  su ited  for 
studies conducted w ith  populations of anim als, such as cattle  in feed 
lots, than  it is for the developm ent of efficacy data  for drugs used to  
tre a t diseases w hich occur in dogs, cats and horses and diseases such 
as m etritis  and ketosis in cattle.

Specifically, how do m any investigations, including field investi
ga tio ns, no t live up to  the requirem ents of paragraph  five?

(1) W e have found th a t m any studies reported  in applica
tions do no t begin w ith  a clear s ta tem en t of the objective of the 
stu dy  ; w hat the stu dy  is designed to  show.

(2) In  the trea tm en t of individual anim als, frequently  studies 
are reported  w ithou t any m ention of how an anim al was selected 
for the study . I t  is frequently  left up to the review ing officer to 
m ake the  diagnosis from  the  raw  data  subm itted.

(3) T he studies frequently  do no t explain how they  w ere 
designed to  exclude or m inim ize bias on the p a rt of the  investi
gator. T here often is no explanation of how the param eters studied 
are quan tita ted .

(4) P articu la rly  clinical studies m ay lack a descrip tion of 
how  the study  w as designed to com pare variables such as breed, 
age or the environm ent. T he  la tte r  m ay be particu larly  im portan t 
if anim als are trea ted  at hom e by th e ir ow ners and are b rough t 
in for rechecks to  a sm all anim al hospital, for exam ple.

(5) In  the past, less so frequently , the  m ethods of recording 
and analyzing  te s t resu lts  have been left up to the  individual 
clinician and they have no t been reported  uniform ally. As a re 
su lt even m ore variables are en tered  into m any of the studies.

(6) Too often the kind of control group used has not been 
described. T he R egulation  describes th ree  types of control com 
parisons, the placebo or no trea tm en t control, an active drug con
tro l and the  historical con tro l as acceptable.

(7) A nd finally, even though  for years we have tried  to 
em phasize the  form ulation  of the product a firm in tends to m arket 
should be used in field investigations, we still see too m any in
stances in w hich a form ulation o ther than  the one proposed in 
th e  new  anim al d rug  application has been used w ith  no explana
tion of how the investigational form ulation com pares to  the for
m ulation in the application.
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Human Safety
Tw o of the rem ain ing  paragraphs deal w ith hum an safety, one 

w ith labeling  and the  last w ith need for env ironm ental im pact analysis 
report. M ost people are aw are of the requirem ents of the  first th ree  
paragraphs, b u t it is am azing how frequently  we still receive applica
tions w ith ou t an E IA R .

To re tu rn  to paragraph  five. T he  regulation  also provides th a t a 
w aiver from som e o r all of requirem ents of a w ell-contro lled study 
m ay be g ran ted  by  the D irector of the  B ureau of V eterinary  M edicine 
follow ing the subm ission of a petition. H ow ever, the  petition  m ust 
explain and describe w hy all of the e ight conditions in th is definition 
of an adequate and w ell-contro lled investigation  are not applicable to  
the  d rug  or conditions of use of the  product and w hy the  m anner in 
w hich the study  or studies w ere conducted are equal to or superior 
to the  type of w ell-contro lled study  described by the regulation. In 
o ther w ords, a petition  for a w aiver m ust explain w hy the resu lts  of 
a study  conducted should be accepted as substan tia l evidence of the 
effectiveness of the proposed product. The regulation definitely acknowl
edges th a t there are generally  m ore than  tw o w ays to skin a  cat. I t 
on ly  requires th a t w ays o ther than those described by it be fully ex
plained and justified.

Substantial Evidence of Effectiveness
I have briefly outlined the deficiencies we see in review ing studies 

conducted to  support the substan tia l evidence of effectiveness require
m ent of the Ac;. I cannot em phasize too m uch the  necessity for people 
sponsoring  applications, bo th  now and in the  fu tu re, to ensure th a t 
each efficacy stu dy  contain a clear descrip tion of w hy the study  was 
conducted, how it w as designed and w h at param eters w ere used for 
in te rp re tin g  the  study , selecting the anim als and m inim izing investi
g a to r bias. If th is  cannot be done, a full explanation  of w hy it could 
not be done m ust be made. Therefore, please have your scien tists or 
your consu ltan ts review  th is regula tion  carefully  before design ing 
protocols or in itia tin g  studies to  support the efficacy of a new animal 
d rug  w hen developing a new  product. If  th is  is done, I can assure 
you, our job will be easier and the  tim e spent in review ing your ap
plications shorter. [T he  E n d ]
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The Role
of the Advisory Committee

By JACOB E. MOSIER, D.V.M.

Dr. Mosier Is Head of the Department of Surgery and Medicine, 
College of Veterinary Medicine, Kansas State University.

MY F IR S T  C O N T A C T  w ith a N ational A dvisory C om m ittee oc
curred  in 1972 w hen I becam e a m em ber of the  N ational 

V e te rin a ry  M edicine A dvisory C om m ittee. T he com m ittee consisted 
of 12 persons represen ting  ve terinary  m edicine, anim al sciences, re
lated biom edical services, consum er in terests , and the general public. 
This com m ittee, phased ou t in 1974, and those  m em bers whose term s 
w ere no t yet com pleted joined w ith sim ilar represen ta tives of the  
N ational Food A dvisory C om m ittee and the  N ational D rug  A dvisory 
C om m ittee to form a single com m ittee, the N ational A dvisory Food 
and  D ru g  Com m ittee. T he m eld ing of the th ree  groups w as a rran ged  
by  Com m issioner Schm idt, partia lly  because of the lack of sim ilar 
adv isory  groups for the o ther th ree  bureaus of the  Food and D rug  
A dm inistra tion  (F D A ) and partia lly  because of a lack of adequate 
form al public advisory m echanism s for m atters  of general agency 
policy. I t  is th e  N ational A dvisory Food and D ru g  C om m ittee on 
w hich I will base m y rem arks concerning the role of the national ad
visory  com m ittee in anim al drugs.

T he  com m ittee is s truc tu red  for 18 m em bers appointed  by  the  
secre tary  for overlapp ing  term s of 4 years. M em bers are rep resen ta 
tives of biom edical sciences, industria l technology, education, econo
mics, and public affairs. The chairm an of the com m ittee is th e  Com 
m issioner of Food and D rugs.

Stated Function of Committee
T he sta ted  function of the  com m ittee is th a t it review s and 

evaluates agency program s and provides advice and guidance to  the
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secretary , ass is tan t secretary  for health  and the com m issioner of food 
and  drugs on policy m atters  of national significance as they  re la te  to 
the  F D A ’s s ta tu to ry  m ission in th e  areas of foods, drugs, cosm etics, 
m edical devices, biological p roducts and electronic products. T h e  
com m ittee review s and m akes recom m endations on applications fo r 
g ran ts  in aid for research projects relevan t to the m ission of th e  F D A  
as required by law.

In  the  forew ord of th e  booklet entitled  Food & D rug  A dm inistra
tion P ublic  A dvisory Com m ittees— autho rity , struc tu re , functions, 
m em bers— Dr. A lexander Schm idt w rites, “ O ur public advisory  com 
m ittees are com posed of high ly qualified individuals from  specialized 
fields w ith  w ide geographic d istribu tion . T he individuals represen t the 
d iversity  of judgm en t, outlook, and background essential to balanced 
and  effective p rogram s re la ted  to hum an health  and well being, and 
the  p ro tection  of the  consum er against ineffective and unsafe foods, 
drugs and products w hich one consum es and uses.”

T he N ational A dvisory Food & D ru g  C om m ittee is concerned, 
am ong others, w ith  such issues as the adverse d ru g  m onito ring  sys
tem s, revision of new  d ru g  application, review  procedures, blending , 
tru th fu l labeling, w holesom eness of anim al foods, etc. T he im m ediate 
concern is the  use of antib io tics in anim al feeds.

Role of the Advisory Committee
P erhaps by using  th is  issue as an exam ple we can explore th e  

role of the advisory  com m ittee.
T he  N ational V e te rinary  M edicine A dvisory  C om m ittee, then  the  

N ational Food & D ru g  A dvisory C om m ittee received periodic reports  
on the use of an tib io tics in feeds. In fo rm ation  re su ltin g  from  studies 
m andated  by  th e  agency in  1973, discussions of risk /benefit evalua
tions, know ledge of the  evolution of agency policy and a review  o f 
task  force recom m endations w ere b ro u g h t to  the  com m ittee a t vari
ous tim es du ring  th e ir  m eetings from  1973 to 1975. I t  is apparen t to 
me, th a t the  first concern of the  FD A  w as the  education of the  com 
m ittee, g iv ing  the  m em bers a basic understan d in g  of the  functions 
involved and to delineate the  know n problem s. In  1975, the com m ittee 
expressed its in te res t and concern relative to  an tib ac teria ls  in anim al 
feeds and elected to  pursue the  m a tte r  via the  subcom m ittee route. 
As a consequence, a th ree  m em ber subcom m ittee was nam ed in  1975 
to  s tu d y  the problem s and to  repo rt back to the  full com m ittee.
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T he subcom m ittee on use of antib io tics in feeds consisted of 
m yself; Dr. N elson F ernandez, a physician and n u trition ist a t the 
U n iversity  of P uerto  Rico ; and Ms. Cam ille H aney, a consum er af
fairs expert from  W isconsin. T he expertise  of these individuals w as 
supplem ented by th a t of ou tside consu ltan ts ; Dr. W illiam  F la tt, 
from  the  A g ricu ltu ra l E xperim en t S tation , U n iversity  of G eorg ia; 
Dr. E dw ard  H ook, an expert on Salmonella from  the  U n iv ersity  of 
Virginia Medical School; Dr. Stanley Falkow, an outstanding authority on 
infectious d rug  resistance from  th e  U n iversity  of W ash ing ton  Medical 
School ; and Dr. George Poppensiek, a m icrobiology professor a t the  
Cornell V e te rinary  College.

Risks and Benefits
T he charge to  the subcom m ittee w as to  consider the  risks and 

benefits involved w ith  the  use of a num ber of antib iotics and sulfon
am ides and to reach ju dg m en ts  as to w hether or not the use of 
these  drugs is w orthw hile. T he subcom m ittee w as to ld th a t there  
are a num ber of factors th a t should en ter in to the ju d g m en t:

(1) Is there  a risk?  W h a t is the  ex ten t and na tu re  of th a t 
risk, and should it be accepted by  consum ers?

(2) W h a t are the a lte rna tives to the  use of these drugs, 
e ither in the use of other drugs or in the use of non-drug methods?

(3) If we should accept the use of these drugs and the risks in
volved, are there  restric tio ns th a t should be im posed, and w hat 
are those restric tions?
T he subcom m ittee conducted a series of four (4) m eetings held 

in Janu ary , A pril, Ju ly  and A ugust of th is year. D u ring  these m eet
ings the subcom m ittee heard  data  presen ted  by the  F D A  staff and 
consu ltan ts, from  studies by  industry , un iversity  and the  F D A  labora
tories, as well as literature reviews on the tetracyclines, penicillin and 
sulfaquinoxaline. A t th e  open public hearing  portions of the m eetings 
th e  subcom m ittee w as presented  s ta tem en ts  from  represen ta tives of 
industrial organizations, scientists, animal producers and veterinarians.

Antibacterial Drugs
T he  subcom m ittee recognized very  early  th a t the  issues involved 

in the  feeding of sub therapeu tic  levels of an tibacteria l drugs are ex
trem ely  com plex and controversial. T here  are apparen t voids betw een 
established fact and the theoretica l p rojections of cu rren t inform ation. 
The extensive review s presen ted  to the  subcom m ittee revealed dis-
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p a rity  of opinion by com petent scien tists as to  the significance of 
published research and previous use history.

T he subcom m ittee approached th e  task  w ith the  understan d in g  
th a t  the s ta ted  policy of the F D A  is to reduce an d /o r  elim inate risk 
to  th e  ex ten t possible, while a t th e  sam e tim e w eighing the  risks or 
po ten tia l risks against the benefits derived from  th e  use of these 
products. In  effect, therefore, our goal was to form ulate a policy 
w hich m igh t m axim ize the  benefits and m inim ize the  risks associated 
w ith  th e  practice of incorpo ra ting  an tibacteria l drugs into feeds.

I t becam e apparen t to the subcom m ittee th a t benefits derived 
from  the use of an tibacteria l d rugs for increasing ra tes of w eigh t gain, 
im proving feed efficiency and p reven ting  and contro lling  anim al 
disease w ere p resen t and could generally  be quantified. H ow ever, 
the  am ount of risk to  anim al or hum an health  due to use of an tibac
teria l agen ts in anim al feed could no t be defined.

A fter hearing the various papers p resented  a t the  four m eetings, 
the subcom m ittee concluded th a t  a lthough the risks are of unknow n 
m agnitude, it w ould be prudent, w here possible, to  curtail feed use 
of d ru g  products such as penicillin and tetracyclines, which are also 
used for th e rap y  in m an or which induce cross-resistance to drugs used 
for th erap y  in man. A t the sam e tim e, we recognized th a t there w ould 
be a loss of benefits from a to ta l ban of the  use of antib io tics in feeds. 
A to ta l ban w ould resu lt in : a) increased cost an d /o r  dim inished 
supply of foods of animal o rig in ; and b) reduced health status of animals 
w ith  subsequent effect on food products of anim al origin en tering  the 
na tio n ’s food supply.

Alternate Drugs
In  m ost cases, a lte rn a te  d rugs do exist for prom otion of feed 

efficiency and g row th  ra te  in food anim als. T hese a lternatives are 
considered to be effective, econom ically acceptable, and unlikely to 
encourage tran sfe r of m ultip le resistance to enteric organism s. H o w 
ever, sa tisfacto ry  a lte rn a tes  do not exist in all cases for prevention  
of disease. T he challenge, then, is to  identify  which drugs and uses 
can be reduced or elim inated, in order to reduce the  pool of d rug  
resis tan t organ ism s while re ta in ing  dem onstra ted  benefits, such as 
th e  prevention  of disease to  p ro tec t the  w holesom eness of th e  food 
supply.

In  re trospect, the  role of the subcom m ittee has been to  listen  to 
the presen ta tions, to listen  to  the  discussions generated  as a re su lt
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of the  presen ta tions, to engage in discussions or questions w ith  those 
m aking presen ta tions, w ith the consu ltan ts and w ith  in terested  p ar
tic ipan ts and to render a judgment as to th e  issues involved in the 
use of an tibacteria ls  in anim al foods.

As a m em ber of the subcom m ittee, I am im pressed w ith  the 
sincerity , the understand ing , and the  w illingness to  listen  of all who 
a ttended  the  m eetings. T he subcom m ittee is especially indebted to 
the  consu ltan ts w ho so pa tien tly  explained th a t w hich the  subcom 
m ittee did no t g rasp  and who w ere so im portan t as a m ajo r resource 
for the  subcom m ittee.

T he subcom m ittee has prepared its  report w ith recom m endations 
concern ing the use of an tibacteria ls  in anim al feeds. I t  is the  role of 
the  N ational A dvisory  Com m ittee to  review  the report of the  subcom 
m ittee, to query  the  m em bers of the subcom m ittee on points of con
cern and to m ake final recom m endation to the com m issioner.

I t  is m y belief th a t the  com m ittee will accept the  subcom m ittee’s 
repo rt and will use the  report as a basis for the full com m ittee recom 
m endation  to the  com m issioner.

I believe th e  repo rt is a balanced, logical conclusion based on 
cu rren t know ledge. I believe th a t th e  process involving individuals 
w ith  diverse backgrounds and outlooks and from  widely separated  
geographic areas is h igh ly  exem plary and I congratu la te  the  FD A  
on th e ir  foresight. [T he  E nd ]

PUBLIC HEARING TO BE HELD 
ON G O O D  LABORATORY PRACTICES

A  p u b lic  h e a r in g  o n  th e  p ro p o s e d  r e g u la t io n s  fo r  g o o d  la b o r a to r y  
p rac tices  fo r  n o n -c lin ica l la b o ra to ry  s tud ies  w ill be held  in  th e  f irs t floor 
a u d ito r iu m  of th e  H E W  N o r th  B u ild in g , 330 In d ep en dence  A v e n u e  S. W ., 
W a sh in g to n , D . C. 20205 on F e b ru a ry  15, 1977. P a r tic ip a n ts  m u s t file w r i t 
ten  no tices w ith  th e  H e a r in g  C le rk . Specific a re a s  in  w h ich  th e  F o o d  an d  
D ru g  A d m in is tra tio n  seeks counsel in clud e th e  need  fo r  an d  a p p ro p ria ten ess  
o f th e  p ro po sed  re g u la tio n s  as  a  m eans of a s su r in g  th e  q u a lity  an d  in te g r ity  
o f sa fe ty  d a ta , th e  n ecess ity  fo r  w r i t te n  p ro ced u re s  fo r  a ll la b o ra to ry  ac tiv itie s  
co n ce rn ed  w ith  te s tin g  p ro to co ls, an d  th e  p ro po sed  la b o ra to ry  d isq u alifica tio n  
p ro ced u res.

CCH F ood D rug Cosmetic L aw Reporter, If 41,795
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The Cosmetic Ingredient 
Review Program

By ROBERT P. GIOVACCHINI, Ph.D.

Dr. Giovacchini Is Vice President of Corporate Product Integrity in 
the Gillette Company.

H E  Q U E S T IO N  O F  W H E T H E R  the individual ingredients
used in cosm etic /to ile try  products are safe, and w hether a m ix

tu re  of these various ingredients, w hen used in a product, is safe, has 
occupied the  tim e and effort of several Cosm etic, T o ile try  and F ra 
grance A ssociation (C T F A ) scientific com m ittees. O ne of the central 
issues in all of the C T F A  technical com m ittee discussions has been 
an a ttem p t first to define the term  “safe ,” and second to determ ine 
how adequately  to sub stan tia te  safety. As we all well know , there is 
a t p resen t no federal regu la to ry  definition for the term  “safe.” H ow 
ever, th ere  certa in ly  is sufficient inform ation, both technical and 
regulato ry , on w h at constitu tes a lack of safety.

In  the  past it has been sta ted  th a t the  concept of safety exists 
only w ith  respect to the  dose, site of application, and concentration  of 
the chem ical or p roduct under conditions of use or foreseeable m isuse. 
T hus, safe ty  is freedom  from  unreasonable risk of significant in ju ry  
under reasonable foreseeable conditions of use. T here are no harm 
less su b s ta n c e s ; b u t there  are w ays and m eans of using  substances 
in a re latively  harm less w ay .1 T he Com m issioner of Food and Drugs 
has advised that cosmetic safety can be adequately substantiated th ro ug h :
“ (1) reliance on already available toxicological test data on individual ingredients 
and on product formulations that are similar in composition to the p rticular cosmetic

'Giovacchini, R. P., “Adequately Sub- ucts,” CTFA Cosmetic Journal, 8:3, p. 
stantiating the Safety of Cosmetic Prod- 7-11 ("July-September, 1976).
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and (2) performance of any additional toxicological and other tests that are appro
priate in light of such existing data and information.”2

T he Cosm etic In g red ien t Review  (C IR ) program  has defined 
“sa fe ty” as “no evidence in the available in form ation th a t demonstrates 
or suggests reasonable grounds to  suspect a hazard  to  the public 
under th e  conditions of use th a t are now  cu rren t or th a t m ight 
reasonab ly  be expected in the fu tu re, th a t is, a low incidence of m inor 
adverse reactions (as show n in anim al or hum an te s tin g  or product 
experience). Such in form ation includes, b u t is no t lim ited to, the  
chem ical s tru c tu re  of the ingred ien t, published or unpublished tests  
on the ingred ien t and products con ta in ing  th e  ingredient, significant 
hum an experience on products con ta in ing  the ingred ien t du ring  
m arketing  and in form ation on sim ilar or re lated  substances. A  lack 
of inform ation about an ingred ien t shall not be sufficient to  ju s tify  a 
determ ination  of “safe ty .”3 In  tu rn , the  C IR  program  has defined 
“conditions of u se” as includ ing :
“(1) the amount of an ingredient used in a product, (2) the intended use and rea
sonably foreseeable areas of use fe.g., use that is subject to ingestion or inhala
tion or contact with mucous membranes or is in the area of the eye), and (3) 
directions for use and against misuse in labeling.”
T hus, the In d u s try  has, for the  first tim e, officially defined w h at is 
m eant by  the illusive concept of “safe ty .”

Toxicological Evaluation
T oxicolog ists know  th a t the  sophistication  of toxicological evalua

tion, at th is tim e, is such th a t one cannot devise a com plete set of 
anim al a n d /o r  hum an toxicological, pharm acological, bio-chem ical, 
or physiological te sts  w hich, under any and all conditions of possible 
use, dem onstra te  all the po ten tia l effects of an ingred ien t an d /o r  
product. T hus, toxicologists, faced w ith  the  practical considerations 
of evalua ting  and su b stan tia tin g  safety, have tried  to develop relevan t 
p rognostic  exam inations to  delineate the  param eters of toxicity . T his 
approach, w hile p ractical and technically  acceptable, has led to  safety 
ju dg m en ts  being  m ade on the basis of sub jective ra th er than  objective 
standards. T his, in tu rn , has led to  a rgum en ts over no t only the ade
quacy of the data  b u t also the m eaning  of the  findings. T hus, on any 
given issue one can find sc ien tists su p po rting  e ither a position th a t 
th e  ingred ien t an d /o r  p roduct is safe or unsafe, and bo th  groups m ay 
be using the  sam e data. O f course, these issues are of in tense in te rest * 40

2 Schmidt, A. M., “Food, Drug and 3 CIR Procedures, Cosmetic Ingre- 
Cosmetic. Products, Warning Statements,” dient Review Program, 1133 ISth Street,
40 F. R„ 8912-8929, (#42, 1975). N. W„ Washington, D. C. (Sept., 1976).
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to  the  public. In  to day ’s w orld, these issues are therefore ho tly  de
bated  by, am ong others, the  po liticians, consum er activists, new s 
reporters, and un iversity  scientists. B ecause of th is fact we now  have 
developed the new disciplines of political toxicology, new spaper tox i
cology, legal toxicology and social-econom ic toxicology, each w ith  
its  ow n view point and jargon. U nfo rtunate ly , these new ly developed 
disciplines do no th ing  m ore than  e ither confuse the  public or utilize 
app ropria te  portions of the scientific facts to  expedite and sup po rt a 
particu la r advocate’s needs and positions on any given issue. Indeed, 
at tim es the  discipline of scientific toxicology seem s obscured to the 
po in t of alm ost vanishing.

Safety of Ingredients
H ow , then, in th is  period of new  so-called disciplines and the 

presen t s ta te  of the science of toxicological know ledge can one 
best evaluate the  safe ty  of ingred ien ts th a t are used in cosm etics? 
T his can be done by developing a review  program  th a t follows two 
fundam ental principles. T he principles a re : (1) scientific in teg rity  and 
(2) open repo rting  of the scientific data  and rationale  th a t led to a 
particu la r determ ination. W e believe th a t the CIR program  indeed 
encom passes these  fundam ental principles.

T he C IR  program  proceeds on the  prem ise th a t one m ust begin 
by  study ing  each individual cosm etic ingredient. H ow ever, even th is 
type of exam ination m ust take in to account the conditions of use to  
w hich the  ingred ien t shall be put. W hile  it is im p ortan t to  know  the 
toxic po ten tia l of an ingred ien t from struc tu red  laborato ry  studies, 
the resu lts  m ust be exam ined in the ligh t of the  proposed use of 
the  ingredient.

Second, an E x p ert Panel com posed of lead ing independent scien
tists, w ho will rep resen t a balance of app ropria te  disciplines, will be 
utilized for th e  review. T his E xp ert Panel will m ake all final scien
tific determ inations. R esponsib ility  for shap ing and conducting  re
view ac tiv ity  will re s t w ith th is  expert group. In  addition, th ree  non
voting liaison representatives, representing key interests in the program  
(regu lato ry , consum er, and in du stry ) will w ork w ith the E x p ert Panel.

T hird , the E xpert P anel will set final program  prio rities and 
assure the broadest possible search of the scientific li te ra tu re  and 
o ther sources for scientific data. In fo rm ation  will be sou gh t from  
governm ent agencies, un iversity  researchers, independent laborato ries, 
research  and developm ent departm en ts of cosm etic m anu fac tu ring
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com panies and chem ical suppliers and any o ther sources th a t m ight 
have conducted research on or had experience w ith the ingredient. 
The ingred ien t review s will reflect dom estic and foreign lite ra tu re  
covering various aspects of biology and m edicine re levan t to cosm etic 
safety. T hey  will s tand  as the critical review  of the  kind and type 
of research  th a t has been conducted on the  ingred ien t and the  rele
vance of th is  research  for evalua ting  and su b stan tia tin g  the ingred ien t 
a s  a  com ponent of cosm etics.

F o u rth , w hen the  ingred ien t review s are com pleted the E xpert 
Panel will issue com prehensive reports  eva lua ting  the safe ty  of the 
ingred ien t review ed. In  each report the  E x p ert Panel will designate 
the ingred ien t safe o r not safe for use in cosm etic products. T he E x 
pert P an e l’s reports  and suppo rting  docum entation  will be available 
for review  and com m ent and the final reports  will be published in  an 
app ropria te  scientific journal.

T he Cosm etic Ing red ien t Review  program  will offer to us all a 
consensus of respected scientific opinion on which the  public can rely 
as the  basis for ju dg m en ts  about the  safe ty  of cosm etic ingredients. 
T he program  will save duplication of effort, offer a central reposito ry  
of accurate  inform ation, and will be the first available collection of 
da ta  docum enting  the biological ac tiv ity  of ingredients used in cos
m etics, w ith  ob jective evaluations of their im plications for hum an 
health  and safety. This program  will em ploy responsible and respected 
scien tists to evaluate a m ass of technical data. T he process has been 
clearly  defined and is open for exam ination . T here  is op po rtun ity  for 
partic ipation  in th e  process by all those  who are in terested . T he find
ings, of course, m ust stand the objective review of other scientists 
worldwide. [The E nd]

Consensus of Scientific Opinion
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Cosmetic
Establishment Inspections— 

New Approaches
By MARTIN GREIF

Mr. Greif Is Assistant to the Director of Division of Cosmetics 
Technology, Bureau of Foods, Food and Drug Administration.

I N T H IS  D IS C U S S IO N , I will review  briefly some new approaches 
th a t have been undertaken  by  the Food and D rug  A dm inistra tion  

(F D A ) to  im prove the effectiveness of the  A gency’s cosm etic estab 
lishm ent inspection program .

Compliance Program
A principal feature  of the  F D A ’s com pliance program  for cos

m etics is the inspection of estab lishm ents engaged in the  m anufac
tu re  and packaging of cosm etic products. Tine m ajor objective of the  
estab lishm ent inspection is to determ ine w hether p roducts are p ro 
duced under in san ita ry  conditions, and to take regu la to ry  action 
w here necessary to  achieve com pliance. T he goal is to reduce con
sum er exposure to  cosm etic p roducts which are  adu ltera ted  w ith in 
the  m eaning of Sec. 601 of the F ederal Food, D rug  and Cosm etic 
Act. In  addition, the estab lishm ent inspection program  affords the 
F D A  in vestiga to r an oppo rtun ity  to identify , for possible regu la to ry  
action, p roducts w hich m ay be m isbranded under the  F ederal Food, 
D ru g  and Cosm etic A ct o r the  F a ir  P ackag ing  and L abeling  A ct 
(F P L A ).

F o r purposes of enforcing the F ederal Food, D rug  and Cosm etic 
Act, Sec. 704(a) au thorizes duly designated em ployees to en te r 
and to  inspect at reasonable tim es and w ith in  reasonable lim its any 
factory, w arehouse, or estab lishm ent in which cosm etics are m anu
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factured, processed, packed or held for in troduction  into in tersta te  
com m erce.

Adulterated Cosmetics
T he definitions of adu ltera ted  and m isbranded cosm etics are well 

know n to m ost persons in th is aud ien ce ; however, one w ord in the 
definition of “adu ltera ted  cosm etics” is very significant in the  cosm etic 
estab lishm ent inspection program . T h a t w ord is “m ay.” T hus, Sec. 
60 1(a) s ta tes  th a t  a cosm etic shall be deem ed to be adu ltera ted  
“ if it bears or con tains any poisonous or deleterious substance which 
may render it in ju rious to users under the conditions of use.” (Em pha
sis supplied.) Sec. 601(c) of the A ct sta tes  th a t a cosm etic shall 
be deem ed to  be adu ltera ted  “if it has been prepared, packed or held 
under in san ita ry  conditions w hereby  it m ay have becom e contam i
nated  w ith  filth, or w hereby it may have been rendered in ju rious to 
health .” (E m p hasis  supplied.)

T h u s the  A ct confers upon the in vestiga to r the  au tho rity  and 
the responsib ility  to  m ake an in itial determ ination  regard in g  possible 
adu ltera tion  based upon conditions he or she observes du ring  an 
inspection.

Cosmetic Program
Several new approaches have recen tly  been incorporated in to the 

cosm etic program  to im prove the effectiveness of estab lishm ent in
spection and the  evaluation  of in d u stry  com pliance w ith  regu la to ry  
requirem ents. T he F D A ’s inspection m anual ou tlines in detail how  
the field should im plem ent the program . T he m anual has been g reatly  
enlarged th is year to  provide investigato rs m ore in form ation than  
ever before about cosm etic regu la to ry  issues and inspection criteria. 
New regu lations are sum m arized and in terp re ted  so th a t investigators 
can th o rou gh ly  fam iliarize them selves w ith the new requirem ents. 
One section of th e  m anual provides the in vestiga to r w ith  in -depth 
background in form ation regard in g  issues presen tly  of concern to  the 
Agency. T hese include safety of bubb le-bath  p reparations, p reserva
tion of eye area cosm etics, use of m ethyl m ethacry la te  m onom er in 
nail extenders, color additives, asbestos in talc, halogenated salicylanilides, 
new cosm etic labeling  regu lations and others.

W ith  the  advent of the  new  cosm etic labeling regu lations investi
gators have been in struc ted  to  report, for possible regu la to ry  action,
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products th a t are not in com pliance w ith  th e  new regulations. In  order 
to  achieve th is goal, in vestiga to rs  will be collecting large num bers of 
represen ta tive  labels for review  in the  districts. W h ere  questions arise 
regard in g  com pliance, confirm atory review s will be conducted at 
headquarters. Efforts in this area will accelerate substantially next year.

Checklist on Manufacturing and Quality Control
T he fiscal 1977 estab lishm ent inspection program  has incorpo

ra ted  a checklist on m anufac tu ring  and quality  control w ith 2 special 
purposes in m ind, nam ely : (1) to guide investigators in areas need ing 
special a tten tion  du ring  the  course of an inspection, and (2) to  col
lect da ta  on curren t practices in cosm etic m anufactu ring  and pack
ag ing  estab lishm ents. In fo rm ation  acquired from the estab lishm ent 
inspection checklist is expected to  provide significant inpu t to curren t 
good m anu fac tu ring  practice (G M P ) regulations for cosm etics which 
are p resen tly  under developm ent. T he checklist contains specific 
questions about the  m anner in w hich firms handle raw  m aterials, 
labeling, m anu fac tu ring  and processing, quality  control, personnel, 
buildings and equipment, sanitation and housekeeping. Future surveil
lance activ ity  and enforcem ent would be im proved if good m anufac
tu rin g  practices could be evaluated  at cosm etic estab lishm ents. F o r  
th is to be accom plished, the G M P regulation  m ust precisely identify  
the G M P requirem ents.

Cosmetic Manufacturers
Because th ere  is no s ta tu to ry  requirem ent th a t cosm etic m anufac

tu re rs  reg iste r th e ir  estab lishm ents w ith  the FD A , som e firm s m ay, 
in the past, have operated  unknow n to the  Agency. T he D ivision of 
Cosm etics T echnology has undertaken  a project to  identify  these 
estab lishm ents and add them  to the  A gency’s cosm etic m anufactu ring  
estab lishm ent inventory. D u rin g  the past year, m ore than 300 such 
estab lishm ents have been identified. T he A gency is also presen tly  
se ttin g  up a con trac t w ith a  consu lting  firm for the purpose of fu rth er 
up dating  th is  list. As a resu lt of th is p roject, m any estab lishm ents 
which have never been inspected will be visited by FD A  in vestiga to rs 
th is year and next. Because of lim ited resources, it is necessary  to 
optim ize th e  resources available for the cosm etic program  inspectional 
activities. In  previous years, the  selection of estab lishm ents to  be in 
spected w as m ade by the office of the  E xecutive D irector for R eg ion
al O perations (E D R O ) and by the  individual districts. B eg inn ing
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w ith  fiscal year 1977, 50% of th e  estab lishm ents to be inspected have 
been designated by the  D ivision of Cosm etics Technology. T his p ro 
po rtion  is expected to increase to about 75% in fiscal year 1978. T hese 
selections are based upon the  needs of the  com pliance program  and 
take into account the past h isto ry  of individual estab lishm ents.

P rio rity  coverage is being given in the  cu rren t program  to firms 
no t previously or recently  inspected. A dditionally , inspectional cover
age will include firms w ith a h is to ry  of poor m anu fac tu ring  practices 
as well as those w ith m ore favorable records. U sing  th is approach 
the  A gency believes it will develop a good sam pling of industry  
practices in an effort to fulfill its s ta tu to ry  ob ligation to  enforce the  
cosm etic provisions of the Act. I t  is expected th a t th is new  approach 
will provide the A gency w ith  inspectional observations th a t are m ore 
responsive to the  com pliance program  objectives.

Establishment Inspection Reports
P rio r to  1976. th e  d istric ts  sent, for head qu arters  review , copies 

of only those estab lishm ent inspection reports  which contained recom 
m endations for reg id a to ry  action. All o ther inspection reports were 
abstrac ted  in accordance w ith a p redeterm ined  form ula. O nly certain 
key in form ation from those reports  w as transm itted  in to existing  
A gency com puter files. That data base provides extensive qu an tita tive  
s ta tis tica l in form ation on the  num ber of estab lishm ents inspected, 
num ber of v iolations reported  and num ber of estab lishm ents found 
to  be in com pliance. H ow ever, i t  contains very  little  q u a lita t'v e  in for
m ation dealing w ith the na tu re  of violations and the kinds of p rac
tices observed.

Since early  1976, copies of all estab lishm ent inspection reports, 
w hether violative or in com pliance, are being forw arded to  head
qu arte rs  for detailed review  and analysis. T he  D ivision of Cosm etics 
T echnology p resen tly  supplem ents the  A gency’s data base by  ab
strac tin g  all p e rtin en t qualita tive  data  from  th e  estab lishm ent inspec
tion reports. In fo rm ation  which bears a direct re lationsh ip  to the pro
gram  objectives is m anaged in a new  com puter file w ith in the  
Division. This file is linked by the computer to the Division’s establish
m ent reg istry . T he  system  is designed to  perm it retrieval of sta tistica l 
data  on industry -w ide problem s, provide com pliance profiles on in 
dividual estab lishm ents and allow  th e  D ivision to m onitor the  pro
gram  on a con tinu ing  basis.
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Industry Compliance
Sum m ary reports  produced by the  com puter will provide the  

A gency w ith  m eaningful in form ation concern ing areas w here indu stry  
com pliance is generally  poor as well as w here it is good. T he com 
pu te r reports  will also identify  individual firm s which repeated ly  vio
late regu la to ry  requirem ents and are th us candidates for m ore persua
sive regu la to ry  action.

A nother recen t innovation in th e  cosm etic estab lishm ent inspec
tion  program  is the requ irem en t th a t the program  be evaluated  in 
depth on an annual basis by the pro ject officer and program  m anager. 
These reports are reviewed by the Commissioner to ensure that Agency- 
w ire  field program  activ ities are effectively con tribu ting  to the a t
ta inm ent of F D A  objectives.

T he in form ation in evaluation repo rts  is used also by the  Bureau 
of Foods to m easure the  com pliance s ta tu s  of the in du stry  and to 
identify  significant in d u s try  problem s. T he in form ation is relied upon : 
to m odify ex isting  field program s ; to help concentrate  resources on 
substan tia l regu la to ry  problem s ; to im prove field-to-headquarters and 
reverse com m unications and to  provide desired and understandable  
com m unications to th e  in du stry  and to the public. In  th is connection, 
the  com pliance program  evaluation report is also m ade available to 
the  public.

Establishment Inspections
On occasion representatives from the Division of Cosmetics Technology 

accom pany investigato rs on estab lishm ent inspections. T here  are tw o 
principal reasons for th is ac tiv ity : first, to enable headquarters p er
sonnel to  see first hand  how the  program , w hich was developed at 
headquarters, is being im plem ented in th e  field and second, to  de
term ine how  the  inspection program  m ay be im proved in the  future.

In th is  brief review  we have identified som e new approaches th a t 
are being im plem ented in the  cosm etic estab lishm ent inspection p ro 
gram . W e have show n th a t headquarters staff are now  m ore d irectly  
involved in th e  p lann ing  of field p rogram s and the analysis of data  
received from  the field. T he A gency is using in form ation derived from  
the inspection program  to shape its  fu tu re  regu la to ry  and research 
activities. T he data  and in form ation are also being used as background 
for the developm ent of im proved com pliance program s and fu tu re  
regu la to ry  proposals. [T he E nd ]
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A n t i t ru s t  V io la t io n  R isks  a n d  

P e n a lt ie s  G o  u p ,  U p ,  UP!

ANTITRUST IMPROVEMENTS 
Law and Explanation

Kniphasizing enforcement, this new law greatly increases risks involved in and 
the penalties exacted for an titru s t violations. It makes it easier to successfully 
investigate and sue violators, a lthough no types of business conduct are newly 
prescribed. C orporate executives, partners, a tto rneys, securities and financial 
people, accountants, investors, consum er groups and federal and state officials 
are affected. They u rgen tly  need this new book which contains the tex t of the 
law, legislative history .and an easv-grasp CCTI explanation of its provisions 
which feature . . .
E x p a n d e d  Antitrust Civil Investigatory Powers

U sing  "Civil 1 nvestigative Dem ands" to investigate suspected an titru s t 
violations, the Justice  D epartm ent can now investigate w ithou t g rand  juries 
and court complaints.— new pow ers which pu t it in rough parity  with the FTC. 
Cl Ds can be issued to natu ral persons, including partners, and to uninvolved 
th ird parties. This brings com petitors, custom ers and suppliers of suspected 
violators into the p icture as w itnesses who can be compelled to answ er written 
questions and appear for oral examination under oath.
Large-M erger  Pre-Notification

This provision imposes a report-and-wait requ irem en t—determ ined hv their 
respective sizes—on both parties to a planned m erger. D u ring  the w aiting  
time, the governm ent can dem and details to use on a confidential basis in 
evaluating the results of the merger. "Persons." including partners, are covered 
to reach noncorporate acquisitions. C ertain transac tions are exem pted and 
special new  court procedures are provided to  expedite the handling  of requests 
for preliminary injunctions.
P a re n s  P a t r ia e  Price-Fixing Suits

C ontroversial, po ten tia lly  costly, th is provision perm its state  attorneys 
general to b rin g  treble dam age a n titru s t class actions to recover, for exam ple, 
overcharges suffered by consum ers on item s too low in cost for a suit to be 
m aintained under prio r law. It also rem oves m any of the procedural snags 
traditional to class action suits. To prevent abuse, sta tes m ay decline to use 
this provision. C ourts m av pay a tto rney s ' fees to successful plaintiffs and 
determ ine where agg regate  dam ages recovered are to go.
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