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TO THE READER

Decline of the H onor System.—A
Chicago law yer, M e r r i l l  S . T h o m p so n , 
observes th a t the honor system  in in
dustry  is essential to this nation’s w el
fare, and preservation of it is as important 
to the consum er as any other goal 
tow ard  which any legislature or official 
is w orking. H e  offers a num ber of sug
gestions for revitalizing the system , 
noting  th a t uniform ity  of laws, as well 
as uniform ity  of in te rpre tation  and en
forcem ent is desired. T his paper begins 
on page 540.

Proposed Am endm ents of 1963.—
V in c e n t A .  K le in fc ld , a W ash ing ton  a t
torney, questions the necessity of the 
proposed Food, D rug  and Cosmetic 
A m endm ents of 1963. H e  declares tha t 
the m ajor objectives of the proposals 
are: extension of the factory inspec
tion au thority  to include all products, 
instead of m erely prescrip tion  drugs; 
p rem arketing  clearance of cosm etics 
for safety;' p rem arketing  clearance of 
therapeutic  devices for safety and ef
ficacy; and provision for cautionary 
labeling of foods, drugs and containers 
w ith respect to possible accidental in
jury. H is rem arks on these legislative 
proposals appear a t page 552.

1962 Drug Amendments.— T he Food 
and D rug  A d m in istra tion ’s final reg u 
lations under the K efauver-H arris  Drug 
A m endm ents are evaluated by W illia m  
W . G oodrich , A ssistan t G eneral Counsel
REPORTS TO T H E  READER

for Food and D rugs of the D epartm en t 
of H ealth , E ducation  and W elfare. In  
an article found a t page 561, he con
tends that the m ost im portan t of the 
th ree sets of regulations are those 
revising the ex isting new  drug  regu
lations.

N ew  Drugs and the Statistician —
Som e of the broad aspects tha t s ta tis
ticians will be involved in as p a rt of 
the team  of chem ists, pharm acologists, 
clinicians, and m anagem ent in investi
gating, developing and m arketing  new 
drugs are analyzed in a paper by E a r l
L . M e y e r s , Chief of the  Controls E valu
ation B ranch of the Division of New 
D rugs, appearing at page 570.

Milk and Other Dairy Products.—
In  an article beginning on page 584, 
K . L . M ils  lead , D eputy  D irector of :he 
F D A  B ureau of E nforcem ent, explains 
the a ttitu de of the F D A  tow ard nu 
tritional and health  claims for dairy  
products.

Pesticide Research. — E xam ples of 
research  w ork  on pesticides cu rren tly  
in p rogress or recently  com pleted in 
the F D A  Division of P harm acology 
are pointed out in an in teresting  com 
m entary  appearing on page 594, by the 
D ivision’s D irector, A r n o ld  J. L e h m a n ,
M . D . O ne of the problem s curren tly  
confron ting the Division is tha t of the 
com bined effects of tw o or m ore in
secticides ingested  a t the sam e time.

PAGE 539
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Food Drug Cosmetic Law
The Decline of the 

Honor System
By MERRILL S. THOMPSON

This Talk W as Presented Before the Annual Conference of the Associa
tion of Food and Drug Officials of the United States, in Lansing, 
Michigan on June 18, 1963. The Speaker Is Merrill S. Thompson of 
Chadwell, Keck, Kayser, Ruggles & McLaren, Attorneys at Law, Chicago.

WH E N  L A S T  O C T O B E R  your vice-president asked me to speak 
to  you, I am certain  th a t his theory  w as th a t as a  young  a tto rney  
in the  food and d ru g  field I m igh t have view s com pletely unprejudiced 

by experience. Since I w as asked to  speak because of m y youth  and 
m y profession, I fe lt th a t m y sub ject today  should in some w ay reflect 
th e  un tram pled  ideals w hich go w ith  youth , applied to  food and drug  
law. T he  decline of our honor system  im m ediately cam e to mind.

Concept of Honor System
1. th ink  of the honor system  as the fundam ental approach to our 

A m erican w ay of life. I t  consists of freedom , under law, to  do w hat 
is righ t, and the  presumption that each of us, whether lawyer, business
m an or governm ent official, will do w hat is righ t. T h is concept has 
h istorically  perm eated  each of our basic institu tions, w hether it be 
m arriage and the home, o r o u r g rea t co u n try ’s constitu tional form  
of governm ent. T he concept of individual honor and d ign ity  has in 
the  past been the s ta r tin g  po in t for the enactm ent of law s of all kinds. 
I t  is no t tr ite  to  say th a t under crim inal law, you are innocent until 
proven guilty . I t  is not m ere chance th a t ou r tax  laws place g rea t 
reliance upon the  .rc//-reporting of incom e by each and every one 
of us.
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.Ours is a  governm ent of law s— not individuals. N o person iis or 
should be the  law. L aw  is today  the m ost im p ortan t s ing le  (force 
affecting  ou r lives. W e rely upon it im plicitly  for the  p ro te c tio n , of 
our personal liberty , our righ ts  in p rop erty  and the  fu tu re  of our 
children. F o r these reasons we m ust be very  sure th a t no change in 
the law  m ade by any  leg islature, and no application of the  law  by, any 
official, tears the  seam less web w hich binds ou r society to g e th e r in 
harm ony, health  and honor. L aw s w hich resu lt in the  erosion of our 
honor system , and enforcem ent activ ity , or the  lack thereof, w hich 
causes individuals and corporations to  d iscard  the  honor system , 
seriously  w eaken the  fabric of ou r nation, for it is ou r honor system  
m ore th an  an y th in g  else w hich d istingu ishes our form  of governm ent 
from  the to ta lita rian  governm ents of o th e r lands.

I t  w as Chief Justice  C harles E vans H ughes w ho said :
W e have in this country  bu t one security. Y ou m ay th ink th a t the C onsti
tu tion  is you r security—it is no th ing  b u t a piece of paper. Y ou m ay th ink  tha t 
the s ta tu tes are your security— they are noth ing bu t w ords in a book. You m ay 
th ink  th a t the  elaborate m echanism  of governm ent is your security— it is nothing 
at all, unless you have sound and uncorrup ted  public opinion to give life to your 
C onstitution, to give v ita lity  to your statu tes, to m ake efficient your governm ent 
m achinery.

I t  is the  function  of law, and the responsib ility  of law  enforce
m ent officials, to  susta in  an atm osphere in w hich honor, decency and 
fair play m ay voluntarily flourish and grow  from w ith in . If indu stry  
is perm itted  the  self-respect w hich com es w ith  freedom , and the  
assurance th a t our law s are ju s t and will be ju s tly  enforced, it can 
and m u st be able to  take it from  there. T he honor system  will then 
w ork. T he  need for com plex law s and regulations d irectly  in trud ing  
upon day-to-day business decisions vanishes.

A ny o ther approach to  governm ent is to  me un th inkable. W e  
can ill-afford to  legislate, adm inister and enforce on the  assum ption 
th a t any  represen ta tive  group of citizens, such as the food and drug  
industry , w ill as a  group in ten tionally  or th ro u g h  negligence harm  
and defraud o th e r s ; because a t th a t  po in t we w ould be adm itting  to 
ourselves th a t adequate  p ro tection  w ould require  a com plete loss of 
liberty  for all.

F o r  these reasons, all of us m ust recognize th a t the honor system  
in industry is essential to this nation’s welfare. Its preservation is fudy 
as im p ortan t to  the consum er as any o ther goal tow ards w hich any 
leg isla tu re  or official is w orking.
DECLINE OF T H E  HONOR SYSTEM PACE 541



Fate of Honor System Depends on Enforcement Officials
N ow , no one will deny th a t our honor system  is sick. Y ou m ight 

even believe it is dead if you rely only upon new spaper reports  and 
o ther publicity  in recen t years. I do n o t believe it is dead. B u t 
w h eth er the  system  lives or dies in large p a rt depends upon the  road 
traveled  by you as enforcem ent officials and by  the legislative bodies 
from  M aine to  H aw aii.

I said  th a t the honor system  is sick. T his is app aren t from  
several p ractices followed by too m any m em bers of in du stry  w hich 
cannot be condoned. N either can they  be dism issed as the  bad apples 
you w ill find in any  lot. E th ica l b rinksm ansh ip  has becom e too 
com m onplace.

F o r  exam ple, I have noticed th a t a food m anufacturer, in the 
regu lar course of business, d istribu tes an otherw ise identical food 
item  in tw o sizes, one w eigh ing  12 per cent less than  the  other. B u t 
for the n e t w eigh t declaration, the tw o packages and th e ir  labels are 
identical. B o th  bear the sam e p rin ted  price m arks. W h o  bu t a food 
and  d ru g  law yer o r an enforcem ent official w ould ever com pare the 
n e t w eigh t copy on o therw ise identical p rod ucts  purchased a t tw o 
or m ore retail ou tlets. Y et there  is a 12 per cent difference in the 
w eigh t of these food item s sold to  custom ers w ho alm ost certain ly  
believe th a t the sam e product a t the  sam e price m eans the sam e value. 
Since the  tw o  w eigh ts are probably  never sold side by  side, and the 
product m ay frequently  be consum ed soon a fte r purchase, the  con
sum er is given alm ost no op po rtun ity  to  com pare value. T he reason 
given for th is practice by the m anu fac tu rer is th a t certain  re ta ilers 
demand the low -w eight item , a t a low er cost. I t  seem s such re tailers 
need a h igher th an  norm al profit m arg in  bu t are re luc tan t to  charge 
m ore than  the estab lished price.

S enator H a r t’s Com m ittee has of course in recen t m onths brought 
to  the  public’s a tten tio n  o ther in du stry  practices w hich the Com m ittee 
considers less than  fo rth righ t. M oreover, I have heard no indu stry  
representative state that there are no evils to cure. M any have acknowl
edged th a t some action m ust be taken  if ou r honor system  is to  be 
saved. T he only real con troversy  is over w h a t action is to be taken, 
and by whom .

Primary Cause for Decay
Logic tells us th a t the  cure for sickness should be directed to the 

cause. In  m y opinion the p rim ary  cause for the decay of our honor
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system  has been the developing d isrespect for the  law s as enforced. 
I believe th a t th is  g row ing disrespect is the  resu lt of tw o fa c to rs : 
nam ely, (1) the com plexity  of ou r ex isting  laws, and  (2) th e ir  erratic 
enforcem ent by  m ultip le  ju risd ictions.

W ith  respect to  the  first factor— the com plexity of our law s— I 
th in k  w e are suffering  from  an abandonm ent of the  type  of w ritten  
law  w hich is designed in broad  p a tte rn s  inco rpo ra ting  basic precepts 
no t bound to  p resen t technology. T h is  old type  of law  reflected a 
faith  in w ise adm inistra tion , and even m ore im portan t, a  reliance 
upon ou r judicial branch of governm ent to  apply th e  law  equitably  
and  fa irly  on a  case-by-case basis. M ost federal and s ta te  law s and 
regu la tions p rom ulgated  today  are specific and detailed  in nature , 
reflecting a  reaction  to* a particu la r concern. S uch are th e  law s and 
regu la tio ns prom ulgated  as the resu lt of “scares.” T hese law s are 
som etim es passed in a h u rry  and no t w ell th o u g h t out.

R ecen tly  C hairm an H arris  of the  H ouse In te rs ta te  C om m ittee 
acknow ledged th a t his C om m ittee has been enacting  food and d rug  
leg islation  on a piecem eal basis, and conceded th a t even he w as no t 
able to  keep up w ith  w h at is go ing on. B ecause such law s are so 
detailed and specific, numerous administrative, enforcement and compli
ance prob lem s are created. E nforcem ent officials are forced to  in te r
p re t th e ir  w ay  ou t of em barrassin g  situations. A nd such law s becom e 
ou td ated  in som e respects alm ost before th ey  becom e final. A m end
m ent and  reappraisa l are required  constan tly .

Disadvantages of Complex Form of Statute
M ore specifically, the  adoption of such law s gives rise  to  the fol

low ing m ajo r d isadvantages affecting  ou r honor system .
T he  com plexity  of such law s m akes m ore severe th e  repercus

sions stem m ing  from  the  lag  betw een law  and  science. A s in m ost 
areas of science, vast progress has been m ade in the production , pack
ag ing  and d istribu tion  of foods and  drugs. If  th e  consum er w an ts a 
product, industry has through science and ingenu ity  found a w ay to  
g e t it to  h im  in the  best possible condition, in o r ou t of season, and 
w herever he m ay live.

H ow ever, such p rog ress in technology clashes head-on w ith  
detailed food and d ru g  s ta tu te s  and  regu la tio ns w hich have th e  effect 
of b ind ing  th e  production  and d istribu tion  of p roducts to  techniques
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and know ledge soon ou tdated . S tandard iza tion  of iden tity , quality , 
and  even ;packaging  is an increasingly  popular exam ple of the detailed 
type of law  I have been referrin g  to. I t  is being espoused by both 
leg isla to rs and  adm in istra tive  agencies alike. T h is  approach to  law  
obviously has m erit—b u t only if the  ju risd ic tion  p rom u lgating  s tan d 
ards is able to  and does keep them  up to  date. T he  principle of stand
ard ization  will no t w ith stand  the pressures of progress unless the 
s tan d ard s  keep pace w ith  progress. Is  it any w onder th a t business 
executives and sc ien tists lose some m easure of respect for the law 
w hen th ey  are to ld  th ey  cannot legally  sell a significantly im proved 
and  w holesom e product in one or m ore sta tes  because it does no t 
com ply w ith  existing  stan dards?  W atch  for the tim e w hen in du stry  
is drh-en to  the  po in t of popu lariz ing  the  term  “im ita tion .” W hen  the 
s tigm a p resen tly  associated w ith th a t te rm  is gone, w h a t effect will 
s tan d ard s  then  have? W here  will we go from  there?  A nd it is not 
unreasonab le to  believe th a t th is stigm a m ay disappear if the w ord 
“im ita tio n ” is w idely used upon wholesom e, n u tritio u s  and  econom ical 
food p roducts w hich w ould o therw ise be barred  from  the m arket by 
inadequate s tan dards?

Still an o th e r d isadvantage of the com plex form  of s ta tu te  is the 
fact th a t such law s form a roadblock on the pa th  leading tow ards 
uniform ity . In  our sh rink ing  w orld, un iform ity  of law s on a national 
basis is  m ore im p ortan t than it used to  be. C itizens of every  s ta te  are 
today  consum ing and enjoy ing products from  every o ther sta te  in the 
union. A nd I doub t th a t th ere  is any  sta te  w hich w ould like to- do 
w ith ou t the presen t free exchange of goods in in te rs ta te  com m erce.

W hen I w as in law  school, the only 48-state survey I every heard 
of w as w ith  respect to  the  Securities A cts or Blue Sky L aw s of the 
several states. I have since learned w h at it m eans to try  to  clear a 
new  food product and its label for sale in ou r 50 states. Y ou should 
be com m ended for the trem endous strides w hich have been taken to  
m ake m ore reasonable the state-im posed burdens on goods in in te r
s ta te  com m erce. Com m ercial anim al feed is a notable exam ple, as is 
m argarine  as  well. M ichigan should be com m ended for its new m ar
garine act. M oreover, I un derstan d  th a t steps are now  being taken 
to  im prove conditions affecting  the in te rs ta te  sale of fru it ju ice bev
erages. A g rea t deal has been accom plished by  your A ssociation and 
its  com m ittees. B u t I am  sure you w ould agree th a t m uch w ork 
rem ains to  be done.
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T o  get back to m y point, experience has show n th a t 51 legisla
tu res  find it ex trem ely  difficult to  agree on the m any term s and pro
visions making up a detailed, complex statute. The strain on uniform ity 
is great. On the  o th e r hand, it is no t nearly  as difficult for all. legis
lative bodies to agree on the terms of a general s ta tu te  providing, for 
exam ple, th a t no label should be false or m isleading. ' " ;

Why Uniformity of Law Is Desirable
B usinessm en can give you m any reasons w hy  un iform ity  pf law  

is desirable, bu t as a law yer I suggest th a t the  p rim ary  reason is th e  
loss of d ign ity  w hich the law  suffers in the eyes of laym en w hen 
ju risd ic tions seriously differ over w h a t is righ t, and w h at is. w rong.

W h a t is a laym an to  th in k  w hen he is told, for exam ple, th a t a 
w holesom e cheese product, w hich under federal latv must be labeled 
as an “ im itation  pasteurized  process cheese spread ,’’ cannot be sold 
in a p articu la r s ta te  because it is so labeled, w hereas the  sam e p rod 
uct could be sold in th a t sam e sta te  if it w ere produced locally ar.d 
sold un der ano th er name. T he  in stitu tion  of law  is bound to  suffer, 
and the honor system  w ith  it.

L ack of un iform ity  is no t only a state problem. M ultiple ju ris 
dictions exist on the federal level as well. A label m ay be acceptable 
to  F D A , b u t no t to  the P o u ltry  D ivision or the  M eat Inspection  
D ivision of the  D ep artm en t of A gricu ltu re. Conflicts betw een the 
F ederal T rad e  Com m ission and F D A  are no t unheard  of. Such con
flict and com plexity  breeds confusion, and confusion breeds ill-will 
and disrespect.

Before leaving the  sub ject of w ritten  law s and th e ir relationsh ip  
to  our honor system , I th in k  a direct, com parison is in order. ,

A prim e exam ple of the  old type of law  is Section 403^)" 6f the  
F ederal Food, D ru g  and Cosm etic Act. I t  provides in p a r t th a t a  food 
is m isb ran d ed :

If  any w ord, statem ent, or o the r inform ation required . . .  to  appear on t  ie 
label . . .  is n o t prom inently  placed thereon w ith such conspicuousness .' . . 
and in such term s as to  render it likely to be read and understood by the brdi- 
nary  individual under custom ary  conditions of purchase and use.

T his s ta tu te  sim ply requires basic honesty. I t  is a rule of reason. 
I t  will app ly  w ith ou t am endm ent for all tim e. I t  does no t infringe 
upon leg itim ate prog ress in label and packaging design and  develop
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m ent. I t  relies upon enlightened enforcem ent under the  surveillance 
of ou r cou rts  of law. C ertain ly  no new  legal or m oral s tan dard  is 
needed. C om pare th is  section w ith  S enator H a r t’s “T ru th  in P ack 
ag ing” Bill. I t  is w ritten  in specific term s against a  background  of 
p resen t day practices and technology. I t  con tem plates an aban do n
m ent of the  case-by-case determ ination  of w h a t con stitu tes  m isbrand
ing. In  short, i t  is designed to  foster fu rth e r s tandard iza tion  and 
conform ity  w ith in  boundaries lim ited by the  im agination  of its  d ra fts
men. In  application it m ust certa in ly  appear stifling and a rb itra ry  
to  every honest businessm an. I t  groups the  honest w ith  th e  dishonest, 
in stead  of seg regating  them . F o r th a t reason, it cannot help b u t 
create fu rth e r d isrespect and resen tm ent for the  law. Such a law  
should only be adopted  as a last resort.

I have th us far suggested  th a t the  adoption of com plex w ritten  
law s and regu lations has con tribu ted  to  the  g row ing  disrespect for 
the  law  and the  accom panying deterio ra tion  of our honor system .

Responsibility of Enforcement Officials
M y second explanation for th e  increasing  d isrespect for the  law  

is in m y estim ation the  m ore crucial. I t  rela tes to  enforcem ent. L aw  
enforcem ent m ust be ju st, it m ust be prom pt, and it m ust he. If law  
enforcem ent is ne ith er p rom pt nor ju st, the law  abiding businessm an 
is placed a t a serious d isadvantage. W h a t can be m ore dem oralizing 
to  the  business society than  to  lose faith  in its policemen. T here  is 
nothing th a t can cause decay and chaos in hum an relations and in our 
honor system  faste r than  the know ledge th a t w rongs will be righ ted , 
and v irtue  n o t rew arded.

T h is  po in t w as b ro u g h t hom e to  me very  clearly in m y law  
school experience. A t our law  school we had no procto rs d u ring  our 
final exam inations. T he  professor w ould hand ou t the  exam ination 
papers and go back to  his office. If th ere  w as any  uneth ical conduct 
on the  p a r t of a studen t, it had to  be reported , if a t all, by som e o ther 
s tu den t— and to  a s tu d en t E th ics C om m ittee. I w as a  m em ber of 
th a t C om m ittee for th ree  years. I could no t fail to  notice th a t  as the  
respect for ou r com m ittee increased, or suffered, so also did the 
effectiveness of our honor system . F rom  th a t brief exposure I becam e 
everlasting ly  im pressed w ith  the transcend ing  responsib ility  w hich 
enforcem ent officials such as yourselves have for the  eth ical tone of 
the  business com m unity.
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As pointed ou t earlier, the  eth ical tone of ou r business com 
m unity  is perhaps no t as high as w e w ould like it  to  be. T h o ug h  the 
borderline practices so publicized of late do no t fairly  rep resen t the 
a ttitu d es  of the food and d rug  in du stry  as a whole, they  are  troubling , 
and should cause us to  re-evaluate ou r law  enforcem ent practices.

Before I go fu rther, please bear in m ind th a t I am  by  no- m eans 
casting  m y aspersions upon the  personal in teg rity  o r in ten tio ns of any 
enforcem ent official, w h eth er in th is audience or elsew here. I t  has 
been m y experience th a t you are dedicated public servan ts doing the 
best job possible w ith  the facilities a t hand. I m igh t add th a t du ring  
m y six years of practice, I have no t once come in con tac t w ith  even 
a  suggestion  of personal im prop rie ty  or corrup tness on the p a r t of an 
enforcem ent official.

Y et, I m ust say th a t despite your calibre, the  enforcem ent of food 
and d rug  laws and regulations is no t as just, or as prom pt, as it  should 
and  could be. A p rim ary  exam ple of in justice  to  in d u stry  is th e  lack 
of un iform ity  in the in terp re ta tion  and enforcem ent of law s by  respon
sible agencies.

Uniformity of Interpretation Prerequisite to Justice
So m uch has been said abou t th e  im portance of uniform  sta te  and 

federal laws, and m uch has been done in th a t direction. B u t uniform  
law s are of little  benefit in the absence of uniform  in terp re ta tion . F c r  
exam ple, approxim ately  tw o  years ago a  s ta te  official w hom  I adm ire 
for his convictions (and th a t is no t in tended as a pun) advised a 
client th a t labeling on a nationally  d istribu ted  salad d ressing  product 
m ust be revised because the  placem ent of the  s ignatu re  clause and 
ingred ien t clause on the  back panel v iolated the section of his s ta te  s 
law  w hich is identical to  Section 403(f) of the federal act. T h a t 
section, you will recall, estab lishes the criteria  for ju d g in g  the  required 
prom inence of m andatory  labeling. T h is sam e section is repeated  
in m any s ta te  laws. T he  sam e criteria  had existed  for m any years. 
A nd the  sam e client had had several sim ilarly  split-labeled products 
on the  m ark et for quite som e tim e. W h a t w ere we to  do?

A t only tw o superm arkets I w as personally  able to  purchase  
173 food item s then  being  m arketed  by 121 different food m anufac
tu re rs  and d istribu to rs. E ach item  bore w h a t w e now  call sp lit
labeling. T h is w as a s tro n g  indication th a t on a com pany-by-com pany 
basis, split-labeling of food products- w as the general rule. U n der
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such circumstances,, w ould it be. ju s t to  in sis t th a t a single com pany 
be an exception to  the  ru le? Surely not, and a fte r sub m itting  the 
resu lts  of our survey to  him, the s ta te  official involved agreed. In  
essence, he acknow ledge th a t un iform ity  of interpretation w as a  p re 
requisite  to  ju stice  under the circum stances.

Law Must Be Uniformly A pplied
U nifo rm ity  of enforcement is ano th er phase of the basic concept 

th a t a law, to  be ju st, m ust be uniform ly applied to  those sub ject to 
its  term s. D iscrim inato ry  enforcem ent of food and d ru g  law s on the  
basis of broad policy considerations or lim ited enforcem ent resources 
is in to lerable. Such law s m ust be applied un iform ly to  th e  rich and 
poor, and the  b ig  and sm all of industry . If it is a sin to  defraud, it 
cannot be condoned no m a tte r  w ho practices the fraud— and th is is 
especially tru e  under high ly com petitive circum stances. I ll-go tten  
gains by one con stitu te  a loss of leg itim ate  sales by another.

In  effect, th is m eans th a t food law  enforcem ent officials m ust 
n o t adopt the  sam e philosophy as the  traffic cop on the  corner. A 
traffic cop can w ith  some justification  say to  him self “ I can ’t  catch 
all the speeders, so I ’ll slow them  down by giving a  ticke t to the 
p residen t of H om etow n Industries. H is case will get in to  all the 
new spapers." An enforcem ent official m ight feci him self driven to  
th a t approach by  the inadequacy of personnel and facilities, b u t th ink  
of the disrespect for the law and the cynicism such a practice engenders. 
H ow  could an industry -w ide honor system  receive no urishm en t from  
such a selective application of the  law.

N ow  of course som e of the feeling of being singled out w hich 
does exist is due sim ply to the delay in enforcem ent activ ities against 
com petitors. I s tated  earlier th a t law enforcem ent, if it is to be just, 
m ust be prom pt. T his is im portan t. In  m y own S tate  of Illinois, 
w e recen tly  adopted a constitu tional am endm ent m odern izing the 
Illinois court system . O ne of the factors w hich prom pted the  am end
m ent w as the six-year backlog of cases in som e of our courts. O ne of 
our cam paign slogans w as: “Justice  delayed is ju stice denied .” T he 
sam e slogan applies to  food and d rug  law, only again because of keen 
com petition, w ith  a sharpened th ru st.

Take, for exam ple, the  ba ttle  of the  po lyunsaturates. V ery  early 
in the gam e, in du stry  w as told by FD A , in a form al opinion, th a t the  
role of fats and oils in h ea rt and a rte ry  diseases has no t been estab 
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lished and th a t any labeling claim, d irect or im plied, th a t products 
containing certain  fats and oils will m itigate diseases of the heart 
w ould constitu te  m isbranding. P ic tu re  yourself in m y place. I 
advised clients th a t they  m ust no t violate the  le tte r or the  spirit of 
th is pronouncem ent. T hey  followed th is  advice— b u t for only so1 long. 
D arin g  com petitors im m ediately s ta rted  w alk ing  the  legal tigh trope. 
O u r clients w ere assured th e ir com petitors w ould be prosecuted. To 
date, w ith  few exceptions, they  have no t been. Instead , th e ir  claims 
becam e m ore bold. In  the m eantim e, a particu la r clien t’s position :n 
the national m arket for a m ajor p rod uct becam e seriously endangered. 
T he client finally reached the po in t of sink or swim —and then  swam  
w ith  the tide. I t  is conceivable th a t if the axe ever does fall, our 
client will be am ong those hurt.

I t  does not really m atte r w h a t is causing the delay. T he  dam age 
to the im age of law  is done. T he nex t tim e such a situation  arises and 
1 am called upon for legal advice, could you blam e th is client if he 
reacts on a note of cynicism ? H e has lost som e of his respect for 
the law.

Change Law or Enforce It
T he last com m ent I have concerning the  enforcem ent of the law 

is probably  the  least significant a t the p resen t tim e. I t  is sim ply th a t 
if there  is a law  on the books, e ither change it prom ptly  or enforce it. 
D isregard  for the  law  by officers of the law  cannot help b u t have a 
subtle and insidious effect upon a citizen’s respect for the law. I con
sider it an unhappy  occasion w hen I m ust advise a client th a t a  sta te  
or federal law  or regulation  clearly proh ib its an act, b u t because the 
law  is outm oded or the enforcem ent agency is irreso lu te, the  enforce
m ent officials are d isregard ing  it. I t  is no t only dangerous for an 
official to  exercise such discretion, b u t it also encourages a pcor 
a ttitu d e  on the p a rt of businessm en.

T hu s far m y com m ents have been on the  negative side. I have 
said th a t our w ritten  law s m ay already be too complex. I have also 
s ta ted  th a t th e ir enforcem ent is no t alw ays ju st, is n o t alw ays prom pt, 
and  does no t alw ays occur. O u r honor system  has suffered as a 
result. B ut surely we have no t yet reached the point w here the honor 
system  deserves to  be abandoned. An a ttem p t should first be m ade 
to  revitalize it.
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Industry Must Act Affirm atively
In  m y  opinion, the  place to  s ta r t  is to  give you  and yo u r resp on

sib ilities th e  recogn ition  they  w a rra n t in the  areas of com pensation , 
on-the-job tra in ing , personnel and facilities. In d u s try  can and should 
help in th is  task . I t  should use its  resources to  persuade consum er 
groups, leg isla tures, and the  public as a  w hole to  up grade  the  quality  
and  effectiveness of our enforcem ent agencies. T o  be against ill- 
advised m easures is n o t enough. In d u s try  m u st ac t affirm atively if i t  
is to  preserve th e  r ig h t to  do business un der law s p rom ulgated  on 
the  p resum ption  of vo lu n ta ry  com pliance.

If th e  food and d ru g  in d u stry 's  honor system  is fa ltering , le t us 
no t un th ink in g ly  m ake w ritten  law  the  scapegoat. W e know  th a t it is 
re la tively  inexpensive in te rm s of do llars and cents to  p rom ulgate  new  
regulations. I t  is tru e  th a t  in the  sh o rt run  it costs the  tax pay er less 
to  place an en tire  in d u stry  behind bars  th an  it does to  bo lste r o u r 
police force to  th e  po in t w here it  can effectively roo t o u t law lessness 
w ith in  th a t in du stry . B u t w here freedom  is involved, ou r w ay has 
been to  spend billions in m oney and  m illions in lives to  preserve it. 
W e have no t accep ted th e  easy w ay out.

W h y  should w e as a  nation  now  accept search ing  parties in the 
form  of factory  inspection  sim ply to  m ake enforcem ent easier? W h y  
should we all no t flinch a t fu rth e r specific and detailed law s and regu
lations w hen th ey  are proposed because an enforcem ent agency has 
no t been able to  persuade our courts  of law  to  agree w ith  it  as to  w h a t 
is and is n o t m isbrand ing? A re w e so convinced th a t ou r cou rts  are 
incom peten t?  W h y  should we as a people collectively tu rn  ou r backs 
on ou r r ig h t to be judged, indiv idually  ra th e r  than  m erely sentenced 
individually by a court of law?

M ore and m ore regula tion  is no t the  answ er to  ou r ills. D is tru s t 
of industry , and abandonm ent of ou r reliance upon the  judicial branch  
of ou r governm ent, are p a th s to  be followed only w ith  g rea t reluc
tance. O u r ex isting  law s have no t been tested  and proven inadequate. 
I subm it th a t ou r p as t unw illingness to  allocate sufficient m anpow er, 
m oney, and prestige  to law  enforcem ent is sim ply catch ing  up w ith  
us. W h a t good can come of fu rth e r law s and regulations if we do no t 
first improve, ou r facilities for th e ir  enforcem ent?

‘ O f m ajo r concern to  us all is th a t  enigm a, the consum er. I have 
read no proposals w hich have no t revolved about the  in terests  of
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consum ers. B u t w e should no t lose s ig h t of the  fac t th a t every m an 
in th is  coun try  is a consum er, and consum ers are  in fact enforcem ent 
officials, law yers, stockholders, business executives, day laborers, as 
w ell as housew ives. W e all have a stake no t only in a safe food- 
supply and honest labeling, b u t also in the  p reservation  of the w ay 
of life w hich we have know n and w hich we w an t ou r children to 
enjoy.

Conclusion
T he  food and d ru g  in d u stry ’s rem arkable and praisew orthy  serv 

ice to  consum ers has progressed and developed un der a  system  
em bodying freedom  un der law  ju s tly  enforced. Freedom , law  and 
enforcem ent are the  ingredients. W e should proceed cautiously  w hen 
ad ju stin g  th e ir proportions. W hen  th e  form ula is r igh t, our honor 
system  will w ork. [T he  E nd]

CLEA N  W H EA T PRO G RA M  YIELDS G O O D  RESULTS
T h e  Clean W heat P rogram , a  jo in t effort by  federal and state 

agencies and the grain  and m illing industries to  im prove the quality 
of grain, continued to yield good resu lts  in fiscal year 1963.

Food  and D rug  A dm inistra tion  d istric t offices collected and exam 
ined m ore w heat sam ples during the  year and found less roden t and 
insect contam ination than in any previous year.

O u t of a to tal of 2,190 sam ples collected at random  from  in te rstate  
shipm ents and exam ined for roden t contam ination, only 17, o r 0.8 
per cent, was found violative because of roden t contam ination. T his 
com pares w ith  a  ra te  of 1.3 per cent fo r random  sam ples collected in 
fiscal 1962. T h is  ra te  has declined consisten tly  each year since 1959, 
w hen it was 3.3 per cent.

A ltogether, F D A  collected and exam ined 2,486 sam ples, including 
296 “p lanned” sam ples (w here the re  was reason to  suspect rod en t con
tam ination), and found 64 shipm ents to be in violation. F o rty  ship
m ents w ere seized and 24 vo luntarily  d iverted  or referred  to  sta te  
officials for diversion from  hum an food channels.

A to ta l of 2,216 sam ples of w heat w ere exam ined by F D A  fo r insect 
dam age. O nly  four, all collected at random , w ere found to  be in viola
tion on th a t score, com pared to 12 sam ples found to  contain excessive 
insect dam age in fiscal 1962. O ne shipm ent was seized and the o ther 
th ree w ere referred  to  state  au thorities o r volun tarily  diverted to  non
hum an use.

F D A  distric ts increased the ir exam inations for “p ink” (m ercury  
contam inated) w heat to 2,243 sam ples in fiscal 1963 from  1,667 sam ples 
in 1962. T en  shipm ents of w heat w ith  m ercury  contam ination w ere 
seized.

O ne shipm ent of barley containing m ercury  and one shipm ent of 
trea ted  shelled feed corn contain ing captan w ere also seized.

DECLINE OF T H E  HONOR SYSTEM PAGE S S I



The Proposed “Food, Drug, 
Cosmetic Amendments of 1963” 

Are They Necessary?
By V IN C EN T  A . KLEINFELD

The Author, a Member of the Washington, D. C. Law 
Firm of Bernstein, Kleinfeld & Aiper, Presented This Paper 
at the Annual Meeting of the Federal Bar Association 
in Philadelphia, Pennsylvania, on September 26, 1963.

TH E  A N S W E R  T O  T H E  Q U E S T IO N  of w hether the  proposed 
fu rth er am endm ents to  the Federal Food. D rug  and Cosm etic Act 
contained in H. R. 6788 (in troduced  by the C hairm an of the H ouse 

Com m ittee of In te rs ta te  and F oreign Com m erce and apparen tly  con
ta in in g  the recom m endations of the  Food and D ru g  A dm inistra tion) 
should be enacted is not an easy one. T he reply depends in large 
part on. one’s philosophical approach to  the place of governm ent in 
our society. T he  am endm ents w ould probably give the consum er 
some g rea ter protection  than he now has. B u t is th is sufficient reason 
for exercising the  g rea te r control over the affected industries th a t 
would resu lt from  the passage of the bill?

P resum ably , if one is of the view th a t the  g rea test possible 
p ro tection  m ust be extended to  our c itizenry  in all areas, including 
the v ital field of foods and drugs, the  s ta te  m ust enter into the p icture 
in an alm ost un lim ited  m anner. F o r exam ple :

W e w ould am end the Securities E xchange A ct so as no t to  lim it 
its  coverage to  m aking certain  th a t represen ta tions w ith  respect to  a 
stock issue be com pletely accurate and th a t there  be no failure to  
disclose m aterial facts. W e w ould broaden its scope by provid ing th a t 
the  Securities and E xchange Com m ission should have the au tho rity  
to  determ ine w hether the sale of the  stock prom ised to  be a beneficial 
investm ent for the purchaser and to  forbid the  transac tion  if i t  
appeared to  be a foolish one from  his view point.
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T he  F ederal C om m unications Com m ission w ould p resum ably  be 
au thorized  to  decide w h a t types of T V  and radio  program s should be 
perm itted.

T he  F ederal T rad e  Com m ission w ould exam ine all advertising  of 
all com m odities offered to  the consum ing public before it is employed.

A nd to  solve in a realistic m anner the  con tinuing and costly farm  
program s, the  governm ent w ould tell each producer w h a t and how  
m uch he m ight g row  and probably  w ould no t perm it the m arg inal 
farm er to  continue in his vocation a t all.

Com plete Governm ent Control
If our aim  is  to  convey to  the  consum er the  u tm ost possible 

p rotection , every food, d ru g  and  cosm etic com pany w ould have to  be 
licensed by th e  governm ent a fte r dem o nstra ting  th a t it possessed 
th e  necessary  capital, background and personnel w ith  the  requisite  
qualifications and  in tegrity . As a m a tte r  of fact, to  round the  picture 
ou t nicely, it w ould seem th a t the s ta te  m ight determ ine w h at drugs 
are necessary  in w h a t areas of m edicine and itself exclusively perform  
all pharm acological and clinical research. Since we know  th a t, u n 
fo rtunate ly , som e doctors use po ten t and som etim es dangerous, d rugs 
such as certain  of th e  antib io tics w hen they  should not, it m ay be th a t, 
to  p ro tec t th e  consum er fu rther, a law  should be enacted se ttin g  fordh 
the  particu lar conditions for w hich specific d rugs m ay be prescribed.

If we do no t w ish to reach w hat, I hope, are these absurd ities, then 
som ew here a long  th e  road of consum er pro tection  we m ust pause and 
query  w h eth er th e  additional p ro tection  contem plated  (and  it p re 
sum ably  w ould con stitu te  a fu rth e r shield) m ay no t be outw eighed by 
unnecessary  encroachm ent on private  en terp rise and the  liabilities 
■ which m ust necessarily  go a long w ith  overly big governm ent.

Compromises N ecessary
In  th e  passage of social legislation, com prom ises are frequently  

inevitable if som e law  is to  be passed. W h en  the F ederal Food, D rug  
and Cosm etic A ct w as finally passed in 1938, a fte r five y ears  of legis
lative m aneuvering , m any consum er g roups w ere ag h as t a t som e of 
th e  com prom ises w hich w ere essential a t th a t tim e if any law  w ere 
to  be enacted.

A ctually , th e re  w ere  a  num ber of w eaknesses in th e  A ct, b u t it 
nevertheless w as a  m uch stro n g er vehicle th an  the  p rio r Food and
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D rug s A ct of 1906. In  any  event, the expressed desire of the courts, 
includ ing  the  Suprem e Court, to  construe the  1938 A ct liberally , added 
to  the  policy of th e  F D A  to  in te rp re t the  A ct in such m anner as it 
believes will inure to  the  benefit of the  consum er, has converted  a 
s ta tu te  w hich m any th o u g h t w eak in to a po ten t w eapon for public 
protection.

Interpretation by the Courts
T he cou rts  have trem endously  s treng thened  the  coverage of the 

F ederal Food, D ru g  and Cosm etic Act. T hus, the Suprem e C ourt 
has susta ined  the  m anner in w hich “ labeling” has been construed  by 
the  F D A  so th a t the  term  includes lite ra tu re  shipped m any m onths 
ap a rt from  the  drug, if it is dem onstra ted  th a t there  is a tex tua l 
re la tionsh ip  betw een the  drug  and the  litera ture . A gain, although  
C ongress had th o u g h t th a t “adv ertis in g” w as to  be w ith in  the  ju ris 
diction of tire Federal Trade Commission and “labeling” within the ju ris
diction of the  F D A  the courts have held th a t a d rug  is m isbranded 
and its  d is trib u to r sub jec t to  crim inal prosecu tion  if its labeling does 
no t contain adequate d irections for use of the  product in  the  condi
tions for w hich it is advertised. Of course, by th is ingenious device, 
once the conditions are set fo rth  in the  labeling, the  governm ent 
contends th a t a false and m isleading claim  m ay thereby  be made.

Discussion of C ases
A brief m ention of a few cases m ay be helpful to  indicate the  

broad coverage given to  the  F ederal Food, D ru g  and Cosm etic A ct 
by the courts, even in crim inal prosecutions. In  the  Sullivan  case, sulfa- 
th iazole pills had been shipped by the  m anu fac tu rer from  Illinois to  
Georgia. A sm all retail d rug g ist in G eorgia purchased a portion of the 
tab le ts  in th a t s ta te  and sold a few of them  in his store in th a t state  
to  a F D A  inspecto r w ith ou t g e ttin g  a  prescription . T he regulations, 
w hich w ere am biguous, requ ired  a  prescription . T he five years  of 
leg islative h is to ry  of the A ct contained no t the sligh test m ention of 
th e  prosecution of retail d ruggists. Sullivan’s conviction was affirmed 
by the Supreme C ourt as a  violation of a section of the  A ct w hich m ade 
it an offense to  a lter, m utilate , destroy, ob literate, rem ove in  w hole 
o r in p a r t th e  labeling of, o r the doing of any  o ther ac t w ith  respect 
to  a food or d rug  th a t had been shipped in in te rs ta te  com m erce 
w hich caused it to  becom e m isbranded.1

1 CCH  F ood D rug Cosmetic L aw 71.031.27, 332 U. S. 689, 68 S. Ct 331 
R eports, F 2171.701, 2231.033, 70,151.91, (1948).
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In  th e  Spectrochrome case, Olsen, in Oregon, purchased a fantastic  
device from  its  m anu fac tu rer in N ew  Jersey . F alse and m isleading 
therapeutic  claim s had been m ade for the  device by th e  m anufacturer. 
O lsen paid for the  device and kep t it in his home, w here it w as used 
only by him  and his m other. I t  w as seized in h is hom e since the 
seizure section of th e  A ct provided th a t a d rug  or device shipped in 
in te rs ta te  com m erce in a m isbranded condition could be seized “a t any 
tim e th e rea fte r .” Solely because of th a t  language, the U nited  S ta tes 
C ourt of A ppeals for the N inth  C ircuit found no  difficulty in declaring  
th a t th e  seizure and condem nation of the  device w as proper.2

An Important Decision
T he rationale of these cases, and an indication of the u rg en t desire 

of the cou rts  to  close “loopholes” in the  1938 Act, is best se t forth  by 
a leading case decided by the Suprem e Court, involving the crim inal 
prosecution of a sm all corporation and its presiden t fo-r hav ing shipped 
a m isbranded drug  in  in te rsta te  com m erce. T he  presiden t had had no 
d irect or active p a r t in the shipm ent and in fact w as out of the sta te  
w hen the  offense occurred. W h a t little  legislative h isto ry  there was 
on the  problem  indicated th a t Congress had probably decided no t to  
provide for the  prosecution of corporate officers and agen ts in such 
circum stances. T he  Suprem e C ourt in a five-to-four decision affirming 
the conviction of the  officer, said in p a r t :

T h e  purposes of the legislation thus touch phases of the lives and health 
of people which, in the circum stances of m odern industrialism , are largely beycnd 
self-protection. Regard for these purposes should infuse construction of the leg
islation if it is to be trea ted  as a w ork ing instrum en t of G overnm ent and not 
m erely as a collection of English words.

In  the  sam e case, the Suprem e C ourt also held th a t the govern
m ent need no t prove in ten t in order to  obtain a conviction on a 
crim inal charge. T h is  rule of absolute liability  is based, of course, on 
the  public policy consideration th a t, in the  area  of foods and drugs, 
th e  public is entitled  to  g rea t protection.

Amendments to the 1938  Act
In  addition  to  the  m any judicial holdings w hich have im m easur

ably increased th e  coverage of the 1938 A ct, subsequent am endm ents 
have also g rea tly  broadened its scope. M ore and m ore, the  A ct is

2 U n ite d  S ta te s  v. O n e  A r t ic le  o f  D e -  If 2231.88, 161 F. 2d 669 (CA -9 1947), 
v ice  L a b e led  “S p e c tro -C liro m e ,” CCH rev’g D C Ore.
F ood Drug Cosmetic L aw R eports,
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being transform ed from  a punitive to  a licensing s ta tu te . In  1948, the 
M iller A m endm ent w as passed. T h e  effect of th is w as to  b ring  w ith in  
the coverage of the  law  v irtua lly  every d rugstore , restau ran t, grocery  
sto re, beau ty  shop and  b arb er shop in the  country . This is because both 
the  language of the  am endm ent and its legislative h is to ry  reveal th a t 
if a p roduct covered by the A ct once m oves across a s ta te  line it is 
forever a fte r sub jec t to  the  provisions of the  sta tu te . T he  Pesticide 
Chem icals A ct of 1954 streng then ed  th e  s ta tu te  w ith  respect to  th e  
use of pesticidal chem icals and th e ir  residues in or on ag ricu ltu ra l 
com m odities.

T he Food A dditives A m endm ent of 1958 provides th a t before an 
additive is utilized in our food supply it m ust be show n to  be safe. 
In  addition , the  m anufac tu rer m ust dem onstra te  th a t the  use of the 
p rod uct does not v io late the Act. T his, of course, transferred  the  
burden of proof to  the  m anufacturer. In  1960, the  C olor A dditive 
A m endm ents w ere enacted, p rov id ing sim ilarly  b u t go ing fu rth e r w ith  
respect to  all colors for use in foods, d rugs and cosm etics.

The 1962  Amendments
T hen  cam e thalidom ide and the inevitable passage of the far- 

reaching D ru g  A m endm ents of 1962. T hese  am endm ents conveyed 
trem endous au th o rity  to  the  FD A  and, as is custom ary , the  regulations 
issued under the  am endm ents tigh tened  even fu rther the control 
exercised over drugs, particu larly  prescrip tion  drugs.

T he  D ru g  A m endm ents of 1962 are extrem ely  broad in scope. 
T hey  define a d rug  as adu ltera ted  if i t  is m anufac tu red  in a  p lant 
w hich is no t equipped and operated in conform ity  w ith  good m anu
fac tu rin g  practices to  assure th a t the  d ru g  m eets th e  requirem ents of 
the  A ct as to  safe ty  and has the  identity , streng th , quality  and p u rity  
it is represen ted  to  possess. N o new  d rug  m ay be in troduced in to  
in te rs ta te  com m erce unless it has the prio r approval of the  F D A  
w ith  respect to  bo th  its safe ty  and effectiveness. A sum m ary and 
im m ediate suspension of an approved new d rug  can be accom plished 
if th e  S ecretary  of H ea lth , E ducation  and AVelfare determ ines th a t 
" there  is an im m inent hazard  to the  public hea lth .” T he Secretary  
m ay also w ith d raw  approval of a new d ru g  if “there  is a lack of 
substan tia l evidence th a t the  d rug  will have th e  effect” claim ed for it.

T he F D A  is authorized to  require all holders of approved new 
drug  applications to m ain tain  records and file reports  re la ting  to
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experience w ith  th e  drugs, and the  fa ilu re  to  m ain ta in  th e  records or 
file th e  repo rts  is g rounds for suspension  of the  new  d ru g  app lication  
and also co n stitu te s  a crim inal v io lation . T hese  records m u st be m ade 
availab le to  F D A  inspecto rs for exam ination , verification  and copying. 
T he am endm en ts also  create  v ery  s tr ic t con tro l over the  d is trib u tio n  of 
d rugs for in vestiga tion al purposes before th ey  are com m ercially  
m ark eted  in  an  a tte m p t to  avoid ano th er thalidom ide trag ed y . Certifica
tion  or exem ption of b a tch es of every  an tib io tic  for hum an  use  is 
provided.

E very  concern p roducing  d rugs, w h e th e r it is engaged in in te r
state or in tra s ta te  com m erce, m u st reg is te r  ann ua lly  w ith  th e  F D A  and  
m ust be inspected a t least once every tw o years. T h e  adv ertisem en ts  
of a p rescrip tion  d rug  m u st include its  estab lished  nam e in type  a t least 
half as large as the p ro p rie ta ry  nam e, the  qu an tita tiv e  form ula  of the  
d ru g  to the  ex ten t required  on its  label and a brief sum m ary  se ttin g  
fo rth  th e  d ru g ’s side effects, con tra in d ica tion s and  effectiveness. E ven  
before th e  passage of th e  D ru g  A m endm ents of 1962, th e  F D A , by  
regulation , had  required  th a t th e  labeling  of every  p rescrip tion  set 
fo rth  in a full d isclosure of all side effects and contra ind ications.

FDA and the Courts
T he  F D A  custom arily  proceeds in the  cou rts  ra th e r  th an  by 

adm in istra tive  proceedings. If  a  p rod uc t is alleged to  be ad u lte ra ted  
or m isbranded, seizure or in junction  proceed ings m ay be in s titu ted , 
and  th e  burden  is on the  governm ent to  estab lish  its  case by  a p re
ponderance of the  evidence. O f course, if crim inal proceedings are 
in itia ted , th e  governm ent m u st prove its  charges beyond a reasonab le 
doubt. A t first glance, th is  m ay seem  to  place an  undue bu rden  
upon th e  governm ent in th e  h igh ly  im p o rtan t and technical food and 
d ru g  field, involving th e  pro tection  of bo th  the  consum er’s  hea lth  
and purse. By reason of the  zeal and energy  of th e  agency  and the  
“ liberal” construction  of the  A ct by  the  courts, th e  go vernm en t is very  
ra re ly  defeated in th e  courts, no m a tte r  w h a t position it takes. A nd 
w hen the  m ost unusual case involving a really  im p o rtan t issue is lost, 
th e  F D A  (like A n taeus th e  w restle r w ho becam e m ore pow erful 
each tim e he w as th ro w n  to the  ground) goes to  C ongress to  tu rn  
th a t m ost im p ortan t defeat in to  victory. W h y , then , is th ere  a 
necessity  for the passage of the  Food, D ru g  and Cosm etic A m end
m ents of 1963?
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Objectives Sought by Proposed 1963 Amendments
T he  m ajor ends sough t to  be accom plished by the proposed am end

m ents a re : (1) ex tend ing  the  factory  inspection au th o rity  to  include 
all p roducts ra th e r th an  m erely prescrip tion  d ru g s ; (2) prov id ing for 
the  p rem ark e tin g  clearance of cosm etics for safe ty ; (3) requ iring  the  
p rem ark e tin g  clearance of th e rap eu tic  devices for safe ty  and efficacy; 
and (4 ) providing for cau tio nary  labeling  of foods, d rugs and  con
ta in e rs  w ith  respect to  possible accidental in jury.

O f course, it is p leasan t from  any  agency’s view point to  have 
the  a u th o rity  to  en te r a  p lan t and exam ine every  paper and record, 
includ ing  form ulas w hich m ay contain trade  secrets. No necessity 
from  th e  public health  view poin t, how ever, has been dem onstrated . 
R ep orts  have been m ade to  C ongress of the  considerable num ber of 
instances in w hich requests for in fo rm ation and exam ination  of records 
by in specto rs have been denied by the  ow ners of food, d ru g  and 
cosm etic estab lishm ents. No m ention is m ade of the  fact th a t these 
refusals occurred  because the  law  did no t au thorize  such requests. 
O therw ise, those w ho refuse w ould be sub jec t to crim inal prosecution. 
In  o ther w ords, the  inspection au th o rity  m ust be increased because 
the  governm ent is held to  th e  inspection au th o rity  conveyed by 
Congress.

Procedure Under Existing Law
U n d er ex isting  law , inspecto rs are au thorized  to  en ter estab lish 

m ents and exam ine th e  san ita ry  conditions and all equipm ent, finished 
and  unfinished m aterials, con ta iners and labeling. Sam ples m ay be 
obtained. T hese, of course, are sub ject to  the  expert analysis of the 
governm ent. Foods, d rug s and cosm etics are sub jec t to  seizure and 
condem nation (and  th e ir  m anufac tu rers liable to  crim inal prosecu tion) 
n o t only if they  consist in w hole o r  in p a rt of any filthy, pu trid  or 
decom posed substance b u t also  if th ey  have been prepared, packed 
or held un der in san ita ry  conditions w hereby  they  m ay have becom e 
con tam inated  w ith  filth or rendered in ju rious to  health . In  the case of 
p rescrip tion  drugs, new  d rug s and antib io tic-contain ing  d rugs, the  
inspection  au th o rity  is vast, encom passing v irtu a lly  every th ing , in 
cluding books and records, w ith in  an estab lishm ent. T here  seem s to  
be no real need, in view  of these  circum stances, for g ran tin g  fu rth er 
au th o rity  for un lim ited  fishing expeditions in to the books and records 
of a m anu fac tu rer of foods, devices, cosm etics and old drugs.
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New Provisions Largely Unnecessary
N ew  food add itives, colors, new  d ru g s  and  an tib io tics  m u st be 

d em o n stra ted  to  be safe before th ey  are  m ark eted , and  th e  im pelling  
consideration  of sa fe ty  w ould  app ear to  requ ire  th a t  new  cosm etics and 
new  devices m u st also  be d em o n stra ted  to  be free from  haza rd  before 
th ey  are placed in the  channels of com m erce. P a rticu la rly  w ith  respect 
to  cosm etics, how ever, th e  com plicated  p rov isions in H . R. 6788 are, 
to  a large  ex ten t, unnecessary . I t  is to  be hoped th a t  am end m en ts  will 
be m ade to  th e  bill c a rry in g  in to  effect th e  m ajo r and  beneficial aim  
of p rov id ing  in a clear and sim ple m ann er for clearance by  th e  F D A  
of th e  sa fe ty  of new  cosm etics and  devices before th ey  are  d is tr ib u ted  
in in te rs ta te  com m erce, b u t n o t ta k in g  ad v an tag e  of th is  o p p o rtu n ity  
by  im posing  fu r th e r  unnecessary  restric tio ns.

In  th e  case of cosm etics, for exam ple, is it essen tia l to  prov ide 
th a t  a new  cosm etic app lication  m ay n o t be approved if th e  da ta  
before th e  S ecre ta ry  show s th a t  th e  proposed labeling  of the  cosm etic 
is false o r m islead ing  in any  p a rticu la r  or th a t th e  cosm etic “w ould 
o therw ise  be m isb rand ed  o r ad u lte ra te d .” T h e  F edera l Food, D ru g  
and  C osm etic A ct has alw ays prov ided th a t a cosm etic is illegal if it 
is ad u lte ra te d  or m isbranded , includ ing  “ if its  labeling  is false or 
m islead ing  in any  p a rticu la r .” T h e  go v ern m en t has had no  difficulty 
in p rev a ilin g  w hen  it  h as  chosen to  in s titu te  su it on charges of adu l
te ra tio n  o r m isbrand ing . A s a m a tte r  of fact, usually the m ere th reat 

-of reg u la to ry  action , w ith  th e  a tte n d a n t publicity , is sufficient to cor
rec t th e  situa tion . In  add ition , th e  defin itions in th e  A ct of “d ru g ” 
and  “new  d ru g ” are so broad  as to  b rin g  in to  those categories, w h h  
the  tig h t con tro ls w h ich  p resen tly  ex ist fo r th ose  categories, m any 
cosm etics em ploying  physio logically  active in g red ien ts  and fo r w hich 
g rand io se  claim s a re  m ade.

I s  it essential, w ith  resp ec t to  cosm etics, for fu rth e r  lim itin g  the 
concept of “gen era lly  recognized a s  safe” so  th a t  it  w ill n o t necessarily 
include th e  b e s t possible factor, use of th e  p ro d u c t on and b y  th e  only 
rea lly  reliab le te s t an im al— hum an  beings?  In  th e  v ita l a rea  of “new  
d ru g s ,” th e  term , w ith  respect to  safe ty , is defined essen tia lly  a s  a  
d ru g  w hich is n o t gen era lly  recogn ized as  safe b y  qualified experts. 
W h a t com pelling  need ex ists  for defin ing a  “new  cosm etic” as  a 
cosm etic w hich  is n o t generally  recogn ized by qualified exp erts  as 
hav in g  been adeq uate ly  show n, “ th ro u g h  scientific in v estig a tio n s ,” to  
be safe?
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As I indicated a t the beginning, there is m ore than  one public 
policy consideration  to be borne in m ind in connection w ith  the 
passage of rem edial social legislation. Of course, by far the  m ost 
im p ortan t objective is to  p ro tect the health  of the consum er, w ho is 
particu larly  an am ateu r in the essential field of foods, drugs, devices 
and cosm etics. B u t do w e w ish to  go so far as v irtua lly  to  create a 
com plete licensing system  in th is area? Do we seek to  im pose 
requ irem en ts upon in du stry  w hich do no t in reality  give sufficient 
additional p ro tection  to the consum er to  ou tw eigh the  com plications, 
delay, and confusion w hich m ust ensue, to ge ther w ith  the inevitable 
increase in costs w hich sooner or la te r are borne by those w hom  we 
are endeavoring to pro tect?  Do we no t w ish to  reach som e poin t w here 
w e hesita te  to  give m ore pow er even to  B ig B ro ther?

T ow ard s the end of the n ineteen th  cen tury , T hom as H enry  
H uxley  is reported  to  have said :

I f  s o m e  g r e a t  p o w e r  w o u ld  a g r e e  t o  m a k e  m e  a lw a y s  t h in k  w h a t  is  t r u e  a n d  
d o  w h a t  is  r i g h t ,  o n  c o n d i t i o n  o f  b e in g  t u r n e d  i n to  a  s o r t  o f  c lo c k  a n d  w o u n d  u p  
e v e r y  m o r n i n g  b e f o r e  I  g o t  o u t  o f  b e d ,  I  s h o u ld  i n s t a n t l y  c lo s e  w i th  t h e  o ffe r .

Is  th is  ou r goal? [The End]

HAIR DYE EXEMPTION
T h e  F o o d  a n d  D r u g  A d m i n i s t r a t i o n ’s r e c e n t  r e g u l a t io n  l im i t in g  th e  

e x e m p t io n  f o r  h a i r  d y e s  u n d e r  t h e  F e d e r a l  F o o d ,  D r u g  a n d  C o s m e t ic  
A c t  a p p l ie s  im m e d ia t e ly  o n ly  t o  n e w  h a i r  d y e  f o r m u la t i o n s  c o m in g  o n  
t h e  m a r k e t ,  a c c o r d i n g  to  C o m m is s io n e r  G e o r g e  P .  L a r r i c k .  P r o d u c t s  
c u r r e n t l y  b e in g  m a r k e t e d  w il l  n o t  b e  a f f e c te d  u n t i l  J u n e  22, 1965.

T h i s  a n n o u n c e m e n t  w a s  m a d e  in  c o n n e c t i o n  w i th  a n  o r d e r  in  th e  
Federal Register  o f  O c to b e r  3, d r o p p i n g  a  f o r m e r  d e f in i t io n  o f  a  h a i r  
d y e  in  F D A ’s c o lo r  r e g u l a t io n s .

T h e  d e le te d  r e g u l a t i o n  (21  C F R  1 .20 0) w a s  s u p e r s e d e d  b y  n e w  r e g 
u l a t io n s  ( S e c t io n  8.1 ( u ) )  p u b l i s h e d  J u n e  22. 1963, u n d e r  t h e  1960  C o lo r  
A d d i t iv e s  A m e n d m e n t .

T h e  “ h a i r  d y e ” e x e m p t io n  a p p l ie s  to  h a i r  d y e s  w h ic h  w o u ld  o t h e r 
w is e  b e  b a n n e d  b y  th e  A c t  a s  c o n t a i n i n g  p o is o n o u s  o r  d e le te r i o u s  s u b 
s ta n c e s ,  p r o v id e d  t h e  p r o d u c t s  b e a r  s p e c i f ie d  c a u t io n  l a b e l in g  a n d  
a d e q u a te  d i r e c t io n s  f o r  p a tc h  t e s t i n g .

T h e  p a tc h  t e s t  d o e s  n o t  a f f o r d  p r o t e c t i o n  a g a i n s t  a ll  t y p e s  o f  p o s 
s ib ly  h a r m f u l  i n g r e d i e n t s  o f  h a i r  d y e s ,  t h e  F D A  s a id ,  a n d  t h e  n e w  
r e g u l a t io n  l im i t s  t h e  e x e m p t io n  to  p r o d u c t s  f o r  w h ic h  t h e  p a tc h  t e s t  
w o u ld  b e  m e a n in g f u l .

T h e  d e le t io n  o f  t h e  f o r m e r  d e f in i t io n  c le a r s  t h e  r e c o r d  t o  a v o id  
p o s s ib l e  c o n f u s io n ,  t h e  F D A  e x p la in e d .
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FDA’s Regulations Under the 
Kefauver-Harris Drug 
Amendments of 1962

By WILLIAM W . GOODRICH

The Assistant General Counsel for Food and Drugs of the United 
States Department of Health, Education and Welfare Delivered This 
Address at the Annual Meeting and Seminar of the Drug and Allied 
Products Guild, Inc. in Ellenville, New York on June 20, 1963.

TH E  F IN A L  R E G U L A T IO N S  draw n to p u t fully in to  effect the 
new  provisions of the  1962 D ru g  A m endm ents are carried in the 
Federal Register of June 20, 1963.
H ere  is w h a t w e have done—and why.

QUALITY CONTROLS
T he first set of regu la tions describes w h at we regard  as m inim um  

conditions of cu rren t good m anufac tu ring  practice. U n der the  new 
law, a d rug  is deem ed adu ltera ted  if the  m ethods, facilities and con
tro ls used in m anufacture, processing, pack ing and ho ld ing do no t 
conform  to or are no t operated in conform ity  w ith  cu rren t good 
m anufac tu ring  practice to  assure the  safe ty  and in teg rity  of the  
finished product. T he  purpose of th is  provision is to  require th a t all 
d rugs— not ju s t new  drugs as in the  past— are prepared  in p rop er 
facilities, w ith  adequate equipm ent, and w ith  all needed con tro l p ro 
cedures. If they  are not, the drugs are deem ed adu ltera ted  although  
the particu lar p roducts m ay no t fail in rou tine  tests  or assays. T h e  
po in t is th a t failure to  m eet m inim um  stan dards involves a co n stan t 
risk  of failure of th e  d rug— a risk  th a t can and should be avoided.

T he regu lations published on Jun e  20, 1963, apply to  the  p rep ara 
tion  of d rugs in final dosage form. Bulk pharm aceu ticals and m edi
cated feeds will be th e  sub ject of la te r regulations, follow ing in g en 
eral the  p a tte rn  th a t has been estab lished b u t w ith  som e needed 
m odifications for special problem s for those products.
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What These Regulations Cover
Briefly, these regula tions deal w ith  the  buildings, equipm ent, key 

personnel, the handling  and contro l of com ponents, p roduction  and 
contro l records and procedures, the  product containers, packaging  and 
labeling controls, laborato ry  procedures, d istribu tion  records, s tab ility  
tes tin g  and producing  ou tdating , and the  com plain t file.

T h ere  w as surprising ly  little  con troversy  over the  con ten t of 
these regulations. T h ey  have been ad justed  to  take care of certa in ly  
m ost of th e  app aren t defects in the proposal d raft published last 
F ebruary . A nd there  w ere a num ber of m inor language changes— 
such as changing  “ in sure” to  “assu re”— to  clarify our in ten t.

As to  m atte rs  of substance, first it is m ade clear th a t au tom ation  
is proper and perm issib le in d rug  production  and control. B u t there  
has to  be adequate inspection and checking on the  m achines to  see th a t 
they  are function ing  properly.

Second, the  provision in the  proposal re la ting  to  bu ild ing design 
has been elim inated. So long as the bu ild ing is su itable in size, con
struction , and location to  perm it proper m aintenance and orderly  and 
san ita ry  operations a t all of the critical stages, it can be used though  
no t specifically designed as a d rug  processing establishm ent.

T h ird , the  prov isions re la ting  to  nonreactive and nonabsorptive 
surfaces of m achinery  and equipm ent w ere clarified to  require th a t 
they  be nonreactive, nonadditive, and nonabsorptive to  the ex ten t th a t 
they  do no t significantly  affect the  com ponents and the finished drugs.

F ou rth , key personnel m ay qualify  by tra in ing  or experience or 
both. T he  im p ortan t po in t is th a t they  be properly  qualified.

F ifth , the  record requirem en ts w ere clarified to  m ake clear th a t 
the m aster form ula record did not have to  be kep t at a  single place, 
and th a t code num bers did no t have to  be placed on invoices when 
th e  m anufactu rer or d is tr ib u to r had ano th er suitable m ethod of id en ti
fy ing th e  d rugs he has shipped should a recall becom e necessary.

F inally , tw o new  provisions w ere included. T hese  require the 
m ain tenance of reserve sam ples and a com plain t file.

LABELING AND ADVERTISING
' T he  second set of regulations is in tw o parts, dealing w ith  the 

presen ta tion  of p rop rie tary  and established nam es of drugs and in g re 
dients of d rugs on the labels and in labeling and w ith  the  con ten t of 
prescrip tion  d rug  advertising .
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T here  w ere tw o m ajor po in ts of con troversy  about these reg u 
lations.

O bjection  w as taken  to  the requirem en t th a t the  estab lished nam e 
be presen ted  each tim e the trade  nam e of a d rug  or ingred ien t is used 
on labels, in labeling, or in p rescrip tion  d rug  advertisem ents.

A nd the  provision calling for preclearance of som e prescrip tion  
d rug  advertisem ents w as challenged as bo th  unnecessary  and un 
authorized.

T here  were, of course, o ther po in ts b u t these w ere by  all odds 
the m ost critical.

T he  law  behind the “each tim e” requ irem en t is th is : the label 
of any  d rug  m ust bear, to  the exclusion of any o ther nonproprie tary  
nam e, the estab lished nam e of the drug, and if fabricated  from  tw o or 
m ore ingredients, the  estab lished nam e of each in g re d ie n t; if the drug  
is a prescrip tion  d ru g  its estab lished nam e, and th e  estab lished nam es 
of its  active ingredients, are to  be p rin ted  p rom inently  and in type at 
least half as large as th a t used for any p rop rie ta ry  nam e of the  d rug  
or any  of its ingred ien ts in any label, labeling or advertising .

T he  v ita l language here is th a t the  estab lished nam e m ust appear 
in type a t least half as large as th a t used for p resen ting  “any p ro 
p rie ta ry  nam e.”

W e had m any subm issions on the plain m eaning of th is prov i
sion. “A n y” w as said to  m ean any  one p rop rie tary  nam e; the 
m anufactu rer w as claimed to  have the  rig h t to p resen t the  established 
nam e w ith  any  p resen ta tion  of the  p rop rie ta ry  nam e, so long as he 
m et the requ irem en t of prom inence. A nd clearly, it w as argued, there 
is no th ing  in th is s ta tu te  w hich com m ands the  repetition  of the  estab
lished nam e everytim e the p rop rie ta ry  nam e is used.

W e concluded th a t the plain in ten t of the  C ongress w as to  the 
contrary . T he regulations require the “each tim e” presentation .

T he  S enate 's  report, filed in A ugust, explained th a t its bill would 
require th a t on labels or any labeling, w herever a trade or b rand  nam e 
is used, the  estab lished nam e m ust also be show n in type a t least 
half as large.

In  the H ouse of R epresen tatives, a floor am endm ent w as adopted 
to  change th is— to require th a t the estab lished nam e be presented  w ith  
the  trad e  nam e a t the  first place the  trade  nam e w as used and  a t the 
m ost prom inent place if o ther th an  the first place.

T he  Conference C om m ittee elim inated  the H ouse proviso, re
tu rn ed  to  the  orig inal Senate version, and S enato r K efauver in p re 
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sen ting  the  Conference R eport on the Senate floor explained th a t the 
H ouse A m endm ent had been rejected as an unacceptable lim itation 
on the num ber of tim es th a t the established nam e should be p re
sented. T he established nam e w as to  appear “w herever" the trade 
nam e w as used.

So w ith  the  evident in ten t of the Congress before us and w ith  the 
ob ligation to  specify how  the trade and established nam es w ere to  be 
related , we adopted the “each tim e" requirem ent. T he  law  perm its 
exem ptions to  be m ade if it can be show n th a t th is  requirem ent is 
im practical in any special circum stances.

Mandatory Preclearance of Advertisements 
and “ Extraordinary Circumstances”

M andato ry  preclearance of p rescrip tion  d rug  advertisem ents is 
expressly proh ib ited  “except in ex trao rd inary  circum stances.” T he  
regulations have undertaken  to  describe w h at we regard  as such c ir
cum stances. Y ou will recall th a t we are ta lk ing  about the brief sum 
m ary re la ting  to  side effects, con traindications, and effectiveness, 
w hich m ay be required  to  appear in prescrip tion  d rug  advertisem ents 
and descrip tive m aterial.

P reclearance of the con ten t of any such advertisem ent is required 
only in the ex trao rd inary  case w here the  d rug  has the p o ten tia lity  of 
causing death  or serious in ju ry , w here the danger is of recent origin 
or has no t been widely publicized in m edical litera ture , and w here 
FD A  has notified the sponsor by certified mail th a t advertisem ents 
m ust be approved before dissem ination.

T here  w ere tw o basic objections to  the  regulation  as orig inally  
proposed. T he  first w as th a t a lm ost any d rug  has th is po ten tia lity— 
especially if m isused— and the second w as th a t the sponsor had no 
op po rtun ity  for a hearing  on the  preclearance requirem ent.

W e believe th a t relatively  few drugs will fall in to  the ex trao rd i
nary  circum stance class. W e certain ly  have no in ten tion  of re
qu iring  any large volum e of advertisem ents to  be precleared. W e 
have undertaken  the  responsib ility  of bo th  defining the class in general 
te rm s and of iden tify ing  to  the  sponsor the p a rticu la r drugs th a t m ust 
be precleared. N o drug adv ertisem ent has to  be precleared un til the 
certified le tte r is received. A ny d rug  advertisem ent m ay be subm itted  
on a vo lu n tary  basis for review.

B u t does th is  deny the sponsor his op po rtun ity  to contest the 
issue of needed preclearance? As a p ractial m atter, w e th in k  not.
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T he con ten t of the  labeling and advertisem ents of all new  drugs is 
estab lished th ro ug h  the  new  d ru g  procedures. A m ple oppo rtun ity  for 
a hearing  and for judicial review  exists w hen the  d ru g  is being 
approved for m ark etin g  o r w hen a  supplem ent to  w arn  of new  and 
unexpected dangers is being  processed. A ll th a t preclearance is in
tended to  do is m ake sure th e  ads for especially dangerous drugs 
actually  contain adequate  in form ation abo u t serious dangers th a t are 
of recen t origin and have no t been w idely m ade know n to the  m edical 
profession. If a second hearing  had to  be held a t th is  stage to  estab 
lish the  need for preclearance, we w ould  have no a lte rn a tiv e  b u t to  
require  w ithhold ing  of all ads un til th e  hearing  could be com pleted. 
W e th in k  the final d ra ft offers a  p ractical w ay  to  proceed w ith  adver
tis ing  w ith o u t undue delays and w ith  assurance th a t the  ex trao rd ina ry  
hazards w hich som etim es a ttend  the  use of p rescrip tion  d rug s will be 
prom ptly  and effectively b ro u g h t to  the  a tten tio n  of the  m edical 
profession.

Advertising Content
Y ou m ay be ask ing  a t  th is  po in t how  the  con ten t of th e  p rescrip 

tion drug advertisement is controlled through the new drug procedures. 
A ctually  C ongress provided th a t the  brief sum m ary  in fo rm ation should 
be presented  as required  by  the  D ep artm en t's  regulations. T he reg u 
lations allow  adv ertis in g  claim s w hich have been approved in new  
d rug  applications and in labeling approved for use with certified drugs. 
In  o ther w ords, the  d rug  m ay be advertised  only for conditions for 
w hich it has been approved for m arketing . If  the  article  is no t a new 
d rug  or a certifiable drug, the  regu la tions perm it it to  be advertised  
for those conditions for w hich it is generally  recognized as safe and 
for w hich there  is substan tia l evidence to  support the  claim s of effec
tiveness. T he  pinch of th is  last regu la tion  is th a t som e claim s 
protected  by the  G randfather Clause in the  labeling cannot be used 
in prescrip tion  d rug  advertising  because th ey  cannot be regarded  as 
true  sta tem en ts  of the  d ru g ’s effectiveness.

T im e does no t perm it a  detailed discussion of the  o ther features 
of th is g roup  of regulations, w hich cover such th in g s  a s  the  required  
prom inence of ingred ien t and form ula inform ation, th e  use of m is
lead ing  p ro p rie ta ry  nam es, certain  exem ptions for labels for sm all 
packages, and th e  prom inence and th e  balance betw een good and bad 
th a t is to  be achieved in p resen ting  all prescrip tion  d ru g  advertise
m ents regard less of th e ir  size.
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T o  avoid confusion as. to  w h a t is advertising , w hich requires only 
the brief sum m ary, and w h at is labeling, w hich requires the  so-called 
full disclosure, the  regulations have specified th a t brochures, price 
lists, catalogs, house organs, lite ra tu re  rep rin ts  and  sim ilar pieces of 
prom otional m aterial are regarded as labeling.

NEW DRUG PROCEDURES
P erh aps the  m ost im p o rtan t of the  th ree  se ts  of regula tions are 

those rev ising  the  existing  new  d ru g  regulations. T h e ir  essential p u r
pose is to  specify the kinds of in form ation and the quality  of da ta  th a t 
is to  be presented  to  support the claim s of effectiveness, to  establish 
the  ru les as to  w h a t records are to  be kep t and the w h a t and w hen of 
the reporting  responsib ility , and to  change the au tom atic  clearance 
procedure of the past in to an affirm ative approval for the m ark etin g  of 
new  drugs.

T he m ajor objections to  the  regulations as proposed w ere th a t 
they  called for too m uch data in the  new drug  applications and in 
supplem ents, th a t th ey  perpetuated  the “incom plete filing” procedure, 
and th a t the reporting  provisions dem anded too m uch in form ation 
too soon.

New Drug Form Redesigned
As to  the  con ten t of new drug  applications and supplem ents, the 

new d rug  form  has been redesigned to  m erge w ith  the  investigational 
use regula tions w e placed in effect in F ebruary . M ore data  is required 
about the  preclinical and the  clinical investigations to  b ring  to  us “sub
stan tia l evidence” th a t the  drug  will in fact have the  effectiveness 
claimed for it. T he regulations have been clarified to  m ake it clear 
th a t w h at is called for is all of the in form ation ob tained by or o th e r
wise reported  to  the applicant w ith  respect to  the  p articu lar d rug  and 
any  relevan tly  related  drugs. As orig inally  w ritten , the  regulations 
required all in form ation available to  the applicant, and some persons 
regarded  th is  as a requirem ent th a t we be supplied a search and sum 
m ary  of the  w o rld ’s lite ra tu re . W e have now  provided th a t w e m ust 
have, in add ition  to  all te s ts  and clinical studies conducted by or o th e r
wise ob tained by the  applicant, adequate background from  the lite ra 
tu re  about the particu lar d rug  and any others th a t are re levan tly  
related. T h is is no th ing  m ore th an  is custom arily  acquired by any 
p rud en t d rug  m anufacturer.

Since the  law  w as orig inally  enacted in 1938, w e have, as a m atte r 
of adm inistra tive  practice, refused to  file new  d rug  applications th a t
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fail to  contain in form ation essential fo r action on them . T h is  has 
allow ed for inform al neg o tia ting  for add itional needed in form ation 
w ith o u t the  stress  of deadlines. Y ou will recall th a t th e  thalidom ide 
application w as called incom plete several tim es and the m a tte r  w as 
pending  for a  good deal longer th an  180 days.

T he  d rug  in du stry  now contends th a t, since the au tom atic  effec
tiveness provided for under the orig inal A ct has been elim inated, we 
should elim inate the  incom plete filing provision. T hey  argue  th a t 
any application, no m a tte r  w h a t its  con ten t, is entitled  to  filing and 
th a t w e are required  to  approve it or deny it. P lain ly , if the applica
tion sim ply leaves ou t certain  in form ation th a t is expressly required by 
the Act, it m ay be called incom plete. B u t the  issue arises sharply  
w hen the  application appears to  be com plete b u t a cursory  exam ination 
show s th a t its  con ten t is seriously  deficient in som e of the  im p ortan t 
substan tive  respects.

“ Incomplete Filing” Provision Retained
T he  new  dra ft re ta in s the  “incom plete filing” provision w here rhe 

inform ation is so inadequate th a t th e  application clearly is no t ap- 
provable, bu t provides th a t w henever an applicant is notified th a t we 
regard  his application as incom plete, he m ay request a filing over 
p ro test, in w hich case the m a tte r  will be review ed w ith in  30 days and 
the application approved or the  app lican t inform ed as to  his oppor
tu n ity  for a hearing. T h is  technique w ill con tinue to  perm it consider
able inform al handling  of new  d rug  applications up un til th e  tim e of 
filing over p ro test w hen they  becom e m atte rs  for adm in istra tive  ad
ju d ica to ry  hearings. T he regu lations as revised will avoid any undue 
delays in tak in g  action on applications.

T he reporting  requirem ents w ere objected to, as I have said, as 
calling for too m uch in form ation too soon. W e have changed the 
requirem en t for reporting  unexpected side effects w ith in  five days and 
have sub stitu ted  a 15-day date. In fo rm ation  as to  d ru g  m ix-ups, 
con tam ination, or unusual failures are to  be reported  as soon as re 
ceived by the  applicant. U nexpected  side effects have been defined to  
m ean side effects no t previously encountered or an unusual incidence 
of side effects th a t w ere no t expected. T h e  th ree-m onths repo rt called 
for during  the  first year of m ark etin g  of a new  d rug  will have to  rep o rt 
all side effects encountered  so th a t we m ay have a b e tte r  idea of the  
incidence of expected side effects.
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T here  w as som e objection to  our requ irem en t th a t  all prom otional 
pieces and adv ertis in g  used a fte r th e  new  d ru g  application is approved 
be subm itted  to  us. Since these prom otional pieces are circulated 
w'idely to  the  m edical profession, w e believe it essential th a t th is  in 
form ation be sen t in for incorporation  in the  new d rug  files.

Grandfather Clause
Finally , m ay we say a few  w ords about the  G rand fa ther Clause.
If  a d ru g  is one th a t is generally  recognized as safe and effective 

for its in tended  use, it is no t a new  d rug  un der the  new definition and 
requires no preclearance of its claims.

If i t  is a new  d ru g  e ither because no t generally  recognized as safe 
or no t generally  recognized as effective for its claim ed uses, it m ust be 
subm itted  as a new d rug  w ith  an adequate application.

T he effectiveness provisions w ere delayed for a period of tw o 
years from  O ctober 10, 1962, for all p roducts covered by a new d rug  
application. As we read this, the holder of new drug  application has 
about 16 m onths to  assem ble and  p resen t the substan tia l evidence to  
support his claims. P erhaps the application itself a lready  con tains 
such data. If it does, you need do nothing. B u t we w ould strong ly  
recom m end a review  of these old applications to  be sure th a t they  
contain the  needed m edical data. In  O ctober 1964, we will be free to 
proceed against any application on the  g round  th a t it does no t contain 
substan tia l evidence to  support the  claims.

W h a t is the s ta tu s  of a d rug  th a t w as once a new  drug  b u t has 
been declared no longer a new drug? T h is p roduct is covered by a 
new drug  application in the  sense th a t its labeling pa tte rn  w as estab 
lished th ro ug h  the  new  d rug  procedures. A fter O ctober. 1964 w e can 
m ove against the  old new  d rug  applications and if suspended all similar 
p roducts will be affected though  th ey  them selves w ere never specific
ally the sub jec t of a new d rug  application.

As to  drugs w hich w ere com m ercially available last O ctober 9, 
w hich w ere  no t new  drugs on th a t date, and w hich had never been 
covered by a new  d ru g  application, these drugs m ay continue to  be 
m arketed  by anyone w ith o u t proof of safety or effectiveness, so long 
as the  old claims are used for p roducts of identical com position w ith  
the  one th a t w as com m ercially available on O ctober 9.

T h is  G randfather C lause applies only w ith  respect to  the problem  
of efficacy. W e can proceed to  suspend any new d rug  application a t
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any tim e by proving th a t clinical experience has show n it no longer 
to  be safe. A nd th e  new  law allow s suspension on the ground th a t the 
claim s are false and m isleading in any particu la r and w ere no t cor
rected w ith in  a reasonable tim e a fte r receip t of notice th a t th e  claim s 
are regarded  as false or m isleading.

T here  is m uch m ore th a t could be said, b u t the clock is racing and 
I have a lready  talked  longer than  I like. T h an k  you for inv itin g  m e to  
to  m eet w ith  you. [The End]

CARBONATED SOFT DRINK STANDARDS PROPOSED
T h e  Federal Register o f  S e p t e m b e r  14 c o n t a in e d  d e f in i t io n s  a n d  

s t a n d a r d s  o f  i d e n t i t y  f o r  n o n a l c o h o l ic  c a r b o n a t e d  s o f t  d r i n k s  a s  p r o p o s e d  
b y  t h e  A m e r ic a n  B o ttle rs  o f  C a r b o n a t e d  B e v e r a g e s .

A t  th e  s a m e  t im e ,  F D A  f u r t h e r  e x te n d e d  t h e  i n d u s t r y ’s e x e m p t io n  
f r o m  t h e  r e q u i r e m e n t  t h a t  s o f t  d r i n k  l a b e ls  l i s t  i n g r e d i e n t s  r e q u i r e d  
b y  la w  f o r  u n s t a n d a r d i z e d  fo o d s ,  p e n d i n g  a n  o p p o r t u n i t y  t o  c o n s id e r  
t h e  p r o p o s e d  s t a n d a r d s .  T h e  e x e m p t i o n  w o u ld  h a v e  e x p i r e d  S e p te m b e r  
15. A l l  i n t e r e s t e d  p e r s o n s  a r e  in v i te d  to* p r e s e n t  v ie w s  a n d  c o m m e n t s  
in  w r i t i n g  w i th in  60  d a y s  o f  p u b l i c a t io n  in  t h e  Federal Register. T h e s e  
s h o u ld  b e  a d d r e s s e d  t'o* t h e  H e a r i n g  C le r k ,  D e p a r t m e n t  o f  H e a l th ,  
E d u c a t i o n  a n d  W e l f a r e ,  R o o m  5440 , 330  I n d e p e n d e n c e  A v e n u e ,  S . W .,  
W a s h in g to n ,  D . C . 20201 .

T h e  p r o p o s e d  s t a n d a r d s  w o u ld  c o v e r  p l a i n  s o d a  w a t e r  ( o r  c lu b  
s o d a ) ,  s o d a  w a t e r  s w e e t e n e d  w i th  o n e  o r  m o r e  n u t r i t i v e  s w e e t e n e r s  
a n d  f l a v o r e d  a n d  c o lo r e d ,  a n d  s o d a  w a t e r  a r t i f i c i a l l y  s w e e t e n e d  a n d  
f l a v o r e d  a n d  c o lo r e d .

“ S o d a  w a t e r ”  w o u ld  b e  id e n t i f ie d  a s  “ th e  c la s s  o f  fo o d  c h a r a c te r i z e d  
b y  i t s  c a r b o n a t i o n , ” a n d  w o u ld  c o n t a in  n o t  l e s s  t h a n  t h e  a m o u n t  o f  
c a r b o n  d io x id e  t h e  b e v e r a g e  w o u ld  a b s o r b  a t  a tm o s p h e r i c  p r e s s u r e  a n d  
6 0  d e g r e e s  F a h r e n h e i t .

N a t u r a l  f l a v o r in g  in g r e d i e n t s  w o u ld  b e  d e r iv e d  f r o m  f r u i t s ,  v e g e 
t a b l e s ,  b e r r i e s ,  b u d s ,  r o o t s ,  le a v e s  a n d  s im i la r  p l a n t  m a te r ia l s .

P r o d u c t s  d e s c r ib e d  b y  n a m e s  w h ic h  i n c lu d e  “ c o la ,”  “ k o la ,”  “ c o la  
b e v e r a g e ,” “ c o la - t y p e  b e v e r a g e ,”  “ p e p p e r ,”  “ p e p p e r  b e v e r a g e ”  o r  “ p e p p e r-  
ty p e  b e v e r a g e ,” w o u ld  c o n t a in  c a f f e in e  in  a  q u a n t i t y  n o t  e x c e e d in g  0 .02  
p e r  c e n t  b y  w e ig h t .  ( T h i s  is  a b o u t  h a l f  t h e  a m o u n t  o f  c a f fe in e  in  a 
c u p  o f  c o ffe e  o r  t e a . )

T h e  p r o p o s e d  s t a n d a r d s  w o u ld  p e r m i t  t h e  o p t i o n a l  u s e  o f  i n g r e d i e n t s  
e i t h e r  g e n e r a l l y  r e c o g n i z e d  a s  s a f e  o r  s u b je c t  t o  s a f e t y  r e q u i r e m e n t s  
o f  t h e  F o o d  A d d i t iv e s  A m e n d m e n t .  T h e s e  in c lu d e  a  v a r i e ty  o f  a c id if y in g ,  
b u f f e r in g ,  e m u ls i f y in g ,  s ta b i l i z i n g ,  v i s c o s i t y - p r o d u c in g ,  a n d  f o a m in g  a n d  
a n t i - f o a m in g  a g e n t s ,  a n d  o n e  o r  m o r e  o f  17 c h e m ic a l  p r e s e r v a t iv e s .
A ls o  p e r m i t t e d  w o u ld  b e  c a r r i e r s  f o r  f l a v o r in g  a g e n t s ,  i n c l u d i n g  e th y l  
a lc o h o l  in  a n  a m o u n t  n o t  e x c e e d in g  0 .5  p e r  c e n t ,  a n d  o n e  o r  m o r e  o f  
t h e  n u t r i e n t s  a s c o r b ic  a c id  ( V i t a m in  C )  o r  t h ia m in e  h y d r o c h l o r i d e  
( V i t a m in  B i) .

T h e  p r o d u c t s  p r o p o s e d  to  b e  c a l le d  “ a r t i f ic ia l l y  s w e e t e n e d  s o d a  
w a t e r ”  w o u ld  b e  s w e e t e n e d  w i th  o n e  o r  m o r e  o f  t h e  n o n - n u t r i t i v e  
c y c l a m a te  a n d  s a c c h a r i n  s a l t s  p e r m i t t e d  in  c e r t a i n  o t h e r  fo o d s .
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New Drugs and the Statistician
By EARL L. MEYERS

The Author Is Chief of the Controls Evaluation Branch, Division of New 
Drugs, Bureau of Medicine, Food and Drug Administration, United States 
Department of Health, Education and Welfare. He Presented This Talk 
at the Fifteenth Rutgers All-Day Conference on Quality Control and 
Statistics in Industry, of the American Society for Quality-Control, 
September 7, 1963, at Rutgers University, New Brunswick, New Jersey.

IT  IS IN D E E D  A P L E A S U R E  to  be here today  for yo u r F ifteen th  
A nnual R u tgers  Conference on Q uality  C ontrol and S ta tis tics  in 

Indu stry . I w ould be less than  tru th fu l if I did no t express m y 
appreciation of the cordial inv ita tion  to partic ipate  in your program . 
A lthough th is is the first tim e th a t I have a ttended  one of your m eet
ings I have m et a num ber of you personally  on past occasions and it 
is good to  renew  acquaintanceships.

I am not here to urge you forw ard in your use of statistics. T he 
lite ra tu re  in your field m akes it evident th a t there  is no need for me 
to  do so. R ather, I w ould like to  discuss som e of the broad aspects 
th a t you, as a s ta tistic ian  will be involved in as a m em ber of the team  
of chem ists, pharm acologists, clinicians, and m anagem ent in investi
gating , developing and m arketing  new  drugs.

T he  developm ent of so m any new  drugs, the  financial g row th  
of the  pharm aceutical industry , and the increasing sophistication of 
the public in all phases of science has a ttrac ted  in te rest in d rugs and 
th e  d rug  industry . So it is th a t con tinuing success in the  developm ent 
and d istribu tion  of new  drugs presen ts a serious challenge to  the m any 
segm ents involved in th is  com plex and dynam ic process. F o r the 
research  chem ist, the pharm acologist, the  clinical investigator, and 
the  sta tistic ian , there are unique problem s and responsibilities.

In  m y discussion today, I will generally  confine m y rem arks w ith  
respect to  the  problem s and responsibilities of the s ta tistic ian  to  the 
areas of new  d rug  anim al studies, clinical studies, quality  control 
studies, and m ark etin g  experience (adverse reactions).
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Review of Principles Under Present Operation
I t  m igh t be p rud en t a t th is  po in t to  review  w ith  you the  p rin 

ciples under w hich we now  are opera ting  the  new  d ru g  provisions of 
the  Food, D rug  and Cosm etic A ct in these areas.

T he  philosophical approach to  the control of new  drugs by  the 
Food and D rug  A dm inistra tion  can perhaps best be re la ted  to  the 
in ten t of the  law  as it w as passed. B asically, it is to  insure th a t 
adequate safety and effectiveness te s tin g  of new  drugs have been 
accom plished before m arketing. T h is  is achieved by  p roh ib iting  in te r
sta te  com m erce of new  drugs un til approved as safe and effective in 
use under the conditions prescribed in the  labeling.

One of the m ajor changes b rou gh t abou t by th e  K efauv er-H arris  
A m endm ents to  the F ederal Food, D ru g  and  Cosm etic A ct is in the  
definition of a “new d rug .” “ E ffective” has been added to  the  defini
tion  (Section 201 ( p ) ). T he  term  “new  d ru g ” now  m eans any  d ru g  
which is no t generally  recognized as safe and effective by expercs 
qualified to  evaluate the safety and effectiveness of d rugs w hen used 
under the  conditions prescribed, recom m ended, or suggested  in its 
labeling, or w hich is recognized as safe and effective as a resu lt of 
investigations b u t has no t been used for a m ateria l tim e or to  a 
m aterial ex ten t under such conditions.

I t  is im p ortan t to  em phasize th a t a new  drug  has a  different 
m eaning th an  before passage of the K efauv er-H arris  A m endm ents. 
In  o ther w ords the investigational d rug  requ irem en ts apply  to  the  
clinical study  of any d rug  no t generally  recognized as effective as well 
as safe for the in tended use.

A lthough  the law  prohib its in te rs ta te  d istribu tion  of a new  d rug  
w ithou t an approved application, it does allow  an exem ption for 
sh ipp ing it solely for investigational use to  experts  qualified by 
scientific tra in ing  and experience to  investigate  the  safe ty  and effec
tiveness of drugs (Section 505( i ) ).

More Important Provisions of the Investigational Drug Regulations
Now, let us consider some of the  m ore im p o rtan t provisions of 

the  investigational d ru g  regulations. P rio r to  d istribu tion  of a new  
d rug  for clinical te s tin g  in m an the  sponsor of the  investigation  is 
requ ired  to  subm it to  the F D A  certain  specified in fo rm ation as p a rt 
of a “N otice of Claim ed Investigational E xem ption  for a N ew  D ru g ,” 
(F o rm  1571). T h is  includes:
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(1) T h e  nam e, dosage form , com ponents, qu an tita tiv e  com posi
tion  and  th e  chem ical s tru c tu re , if know n, of the new  d ru g  substance.

(2) A  descrip tion  of th e  source and  p rep ara tio n  of any  new  d ru g  
sub stances and  th e  m ethods used to  ensure th e  id en tity  and un iform ity  
of th e  new  drug .

(3) T h e  m ethods, facilities, and  con tro ls used for the  m anufac
tu rin g . p rocessing , and  pack ing  of the  new  d rug  to  estab lish  and 
m a in ta in  ap p ro p ria te  s tan d ard s  of iden tity , s tren g th , quality  and 
p u rity  for sa fe ty  and  to  give significance to  the  clinical investigations 
m ade w ith  th e  drug .

(4) A dequate  in fo rm ation  on preclin ical te s tin g  to  show  th a t it is 
reasonab ly  safe to  in itia te  th e  proposed clinical studies.

(5) T h e  lab e lin g  or o th e r in fo rm ation  to  be furn ished to  in v esti
gators.

(6) T h e  nam e and a sum m ary  of th e  tra in in g  and  experience of 
each in v estig a to r or expert.

(7) A n ou tline  of the  planned investigations, w hich m ay be sub
m itted  by  phases. P h ases  1 and  2 cover the clinical pharm acology 
w ith  ad m in is tra tio n  of the  d ru g  in a closely contro lled  scientific 
env iron m en t to  a  lim ited num ber of p a tien ts  and  under professional 
con tro ls w hich assu re  a large m easure of safety. Phase 3 covers the 
clinical tria l in w hich the d ru g  is used w ith  a larger group  of pa tien ts  
by  d ifferen t physic ians follow ing sub stan tia lly  the  sam e investiga
tional procedures.

(8) If  the  d ru g  is sold, a  full exp lanation  of w hy sale is necessary.
I t  should be no ted  th a t w hen the  sponsor files w ith  the F D A  the 

notice of claim ed in vestiga tional exem ption for a new  drug , he and the 
in v estig a to rs  are free to  proceed w ith o u t notification. If, however, 
th e re  is failure to  com ply w ith  the  conditions of the exem ptions and 
failu re to  co rrect th e  situa tion  on no tification of it, the  Com m issioner 
m ay no tify  the  sponsor of the te rm ination  of the exem ption.

E ach  in v estig a to r involved in clinical pharm acology (F o rm  1572) 
or clinical tr ia ls  (F o rm  1573), is requ ired  to  subm it the  follow ing in 
fo rm ation  to  th e  sponsor of the  in v e s tig a tio n :

(1) A s ta tem en t of his education, experience, and the facilities he 
w ill em ploy in th e  investigation .

(2) An ou tline  of the  plan for his investigation .
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(3) S ta tem en ts  show ing  he un d erstan d s th e  conditions govern ing  
th e  use of in vestiga tional d rugs, includ ing  th e  m ain tenance of records, 
and  the  subm ission of repo rts  to  the  sponsor.

T h e  in ten t bo th  of the  regu la tions and of the  law  is to  ensure, 
am ong o ther th ings, th a t the  pharm aceu tical m anu fac tu rer w ho w ishes 
to  have his p rod uc t tested  on m an w ill conduct adequate  p re lim inary  
stud ies to  ju s tify  clinical testing , and will m ake the  resu lts  of these 
te s ts  availab le to  the  ex p ert in v estig a to r and to  th e  governm ent before 
th e  d ru g  is adm inistered  to  m an. T h e  m anu fac tu re r will have to  
develop a  scientifically sound p rog ram  for th e  clinical te s ts  he p ro 
poses. H e w ill have to  see to  it th a t th e  new  d ru g  is tu rn ed  over to  
qualified in vestiga to rs  w ho will te s t it on p a tien ts  un der th e ir  personal 
superv ision or un der the  superv ision  of qualified in vestiga to rs respon
sible to  them .

R easonable flexibility of a plan of investiga tion  is provided for. 
A n in vestiga to r m ay pursue p rom ising  leads th a t  m ay em erge in the 
early  s tages of h is investigations, and he m ay m odify experim ental 
design on th e  basis of experience, adv ising  th e  sponsor in p rogress 
reports.

T he sponsor is required  to  m onitor the  prog ress of the  investiga
tions and cu rren tly  evaluate the  evidence re la ting  to  the  safe ty  and 
effectiveness of th e  d ru g  as it  is ob tained  from  the  investigators. 
A ccurate  p rog ress repo rts  of th e  investiga tions and significant find
ings, to g e th e r w ith  any  significant changes in th e  in fo rm ational 
m ateria l supplied to  investigators, are required  to  be sub m itted  to  the  
F D A  a t reasonable in tervals. In  tim e th e  F D A  will have received a 
large portion  of a new  d ru g  application before the  application itself 
is filed.

Purposes and Substance of a New Drug Application
L et us now  explore briefly th e  purpose and substance of a  new  

d rug  application. T he  A ct, (Section  50 5 (b )), provides th a t an  app li
cation  shall contain (1) full rep o rts  of investigations w hich have been 
m ade to  show  w h eth er the  d ru g  is safe for use and w h eth er th e  d rug  
is effective in u s e ; (2) a full list of the  articles used as com ponents 
of th e  d ru g ; (3) a full s ta tem en t of the  com position of the d ru g ;
(4) a full descrip tion  of the m ethods used in, and the facilities and 
contro ls used for, the  m anufacture, processing, and pack ing of the 
d ru g ; (5) requ ired  sam ples of th e  d ru g  and its  com ponents; and (6) 
specim ens of th e  proposed labeling for th e  drug.
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T he significant purpose for the  processing of new d rug  applica
tions is contained in Section 505(d) of the A ct w hich provides th a t 
an application m ay be refused, a fte r g iving the applicant notice and 
opportun ity  for a hearing, if it is found th a t (1) the subm itted  repo rts  
of investigations do no t include adequate tests  by all m ethods reason
ably applicable to  show  w hether the  d rug  is safe for u s e ; (2) the  tests  
show th a t the  d rug  is unsafe or fail to  show th a t it is s a fe ; (3) the 
m ethods, facilities, and controls used for the  m anufacture, processing, 
and pack ing of the drug  are inadequate to  preserve its identity , 
s treng th , quality  and p u rity ; (4) there  is insufficient in form ation to  
determ ine w hether the d rug  is safe for use under the conditions 
prescribed, recom m ended or suggested  in the  proposed la b e lin g ;
(5) there  is a lack of substan tia l evidence the drug  will have the 
effect it pu rp o rts  or is represen ted  to  have under the conditions 
prescribed, recom m ended or suggested  in the  proposed la b e lin g ; or
(6) the labeling is false or m isleading in any particular.

L e t us consider m ore specifically the  con ten ts of an application for 
a new  drug. A new  d rug  application form  is available on request from  
FD A . I t  furnishes a detailed outline w hich should be followed in 
assem bling the  da ta  for the  application. “A ssem bling” is used ad
visedly and applies to  the  case of the applicant w ho em ploys able 
pharm acologists, clinicians, pharm acists, chem ists, bacteriologists, 
sta tistic ians, possibly o ther scientists, and production em ployees, and 
w ho has or con trac ts for the  facilities essential to new  drug  research , 
developm ent, m anufacture, and control. Such an applicant will have 
developed sub stan tia lly  the  sam e inform ation as is required in a new 
drug application to  satisfy  him self of the safety, usefulness, in teg rity , 
and stab ility  of the  new  drug, and need on ly  assem ble it in the form  
of an application to  be subm itted  to  FD A . T here  will p robably  be 
little  or no differences of opinion betw een the conclusions th a t are 
draw n by an able group of nongovernm ent scien tists and by the  FD A  
scien tists w ho review  an application developed on th is basis.

T he investigations of the safe ty  of the d rug  should include ade
quate tests  by all m ethods reasonably  applicable. T here  m ust also be 
“substan tia l evidence” of the effectiveness of the  drug. T he  reports  
should contain  detailed data derived from  anim al and clinical studies 
in w hich the  m ethods used and the  resu lts  obtained are clearly  set 
forth. T he kind and the  am ount of in form ation required  w ill depend 
on several factors, such as the na tu re  of the drug  and its indication, 
and m ust be determ ined individually  for each new  drug.
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T he  applicant is required to  subm it detailed inform ation on che 
com ponents, the  com position, the facilities and the contro ls th a t are 
used in the  production  of the drug. T he  syn thesis of new drugs, in for
m ation in the  area of d rug  s tab ility  and dissolu tion  and in form ation 
derived from  new er technics in analy tical p rocedures are all incor
porated  in w h a t w e feel to  be necessary  in form ation in a new  d rug  
application.

T h e  application m ust include specim ens of the proposed labeling 
including a package in sert for prescrip tion  drugs. P ackage in serts  
m ust consist of so-called full disclosure in form ation w hich includes 
indications, effects, dosages, routes, m ethods and  frequency and d u ra 
tion  of adm inistra tion , and any  relevan t hazards, con traindications, 
side effects, and precautions, under w hich p ractitioners licensed by 
law  to  adm in ister th e  d ru g  can use it  safely and for the  purposes for 
w hich it is intended.

A new  d ru g  rem ains a m a tte r  of concern to  us even a fte r it is 
the  sub ject of an approval app lication and is m arketed . W e follow 
w ith  in te rest and con tinuing concern the  m ark etin g  experience w ith  
the  drug.

Records of Clinical Experience Necessary
P ersons ho ld ing  approved new  d ru g  applications now are  required  

to  keep records of clinical experience, (Section 505( j ) ). T h ey  will be 
required  henceforth to  m ake repo rts  (130.13), as experience accum u
la tes and advise u s w hen th ey  receive reports, of adverse reactions, 
un to w ard  reactions, con traindications, and th e  like, w hen a ttrib u ted  
to  th e ir  new  drugs and antib io tics. T h is  will enable m ore prom pt 
detection of the  rela tively  in frequen t cases in w hich a p roduct, despite 
the  m ost careful prerriarket testing , show s undesirab le side effects 
w hen w idely used. T h is will sho rten  the tim e lag betw een the  occur
rence of adverse reactions and the  decision as to  w h at corrective action 
is needed. T hese  reports  and records are to  be designed to  facilitate 
a decision as to  w h eth er the  d ru g  should be continued on th e  m arket 
w ith o u t change, labeling changes should be required , or th e  product 
should be recalled.

D eliberate  or repeated  failure to estab lish  or m ain tain  these 
records, or to  m ake any  required  report, or to  p erm it copying of these 
records w ill con stitu te  grounds for w ith d raw in g  approval of the  new 
drug  application to  w hich the  records apply.

U n der the  new  am endm ents, all an tib io tics to  be adm inistered  to 
hum ans, (Section 507(a)), w ere b ro u g h t un der the certification p ro 
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gram  w hich, up to  M ay 1, 1963 covered only five antib io tics and th e ir 
derivatives. T he  law, (Section 50 7 (c)), provides som e of the  gu ide
lines w hich m ay be used to  decide th a t because of its production  
record an antib io tic  no longer needs certification. An antib io tic  w hich 
is exem pted from  the  certification procedures and w hich is a  new  
drug  becom es sub ject to  the  new  drug  provisions of th e  A ct, 
(Section 507(e)).

Present Role of Statistician
L et us now consider the  role of the  sta tis tic ian  in new  d rug  

developm ent and m arketing  against th is  abbrev iated  backdrop of the  
A ct and the regulations.

T he accelerated discovery and developm ent of new drugs p resen t 
serious problem s w ith  respect to  th e ir  in troduction  to  therapeu tic  use. 
T he elim ination of d rugs w ith  harm ful side effects depends upon the  
in sigh t in to  the  d ru g  action gained by pharm acologists, physio logists 
and biochem ists. W e cannot expect com plete success here, so we rely 
to  a considerable ex ten t on the detection of these effects by the p h a r
m acologists, clinicians and sta tistic ians involved in anim al and clinical 
testing . T heir team w ork  and close un derstan d in g  of one ano ther are 
m ost im portant.

In  considering the m ethods for the  appraisal of the safe ty  and 
effectiveness of new  drugs, it is desirable to  consider the over-all p rob 
lem  from  the  s tandpo in t of: (1) W h a t are the  hazards?  (2) W h a t are 
the  m ethods of appraisal?  (3) W h a t ex trapolations can be m ade from  
the sam ple studied ? I t  is then  apparen t th a t the  over-all problem  has 
bo th  a biological and sta tistica l com ponent.

W e w ould like to  know  how well the  predictive procedures em 
ploying hum ans m atch up in practice. H ow  good is the  correlation 
betw een w h at is predicted by a given procedure, and  w h at happens 
w hen the  drug  is tried  clinically?

In  addition, we w ould like to  know  how the  various technics com 
pare. Is one of them  m ore efficient, so th a t either we could use sm aller 
sam ples or we could have g rea te r confidence th a t the resu lts  obtained 
w ith  th is  procedure w ould actually  be borne ou t w ith  the  w idespread 
use of the article  ?

I t  is no t possible to  design a single protocol of the  studies th a t is 
necessary and  sufficient to  estab lish  the  safe ty  and effectiveness of 
new  drugs in general. T he  na tu re  and ex ten t of the  investigations 
reasonably  applicable are re la ted  to  the  n a tu re  of the  article  under
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investigation  and its  in tended  conditions of use. T he  F D A  scien tists 
cann o t reasonab ly  m ake an  advance com m itm ent th a t a  specified 
group  of stud ies will be sufficient to  estab lish  th e  safe ty  and effective
ness of a given article, b u t will furn ish  com m ent on proposed plans of 
s tu d y  before or d u ring  the  course of investigations. I t  is frequently  
desirab le in th e  course of such investiga tions to  m odify the plan of 
s tu d y  on th e  basis of p re lim inary  re su lts  obtained.

O n th e  sta tis tica l side, it should be rem em bered th a t  the  first s tep  
in any  investiga tion  is th e  p rop er design of th e  experim ent. T here  are 
tw o im p o rtan t aspects in a stu dy  th a t should no t be overlooked. F irs t, 
th e  popu lation  used m ust be rep resen ta tiv e ; th a t is, th e  sam ple to  
w hom  th e  te s t is applied is a  reasonable cross section of the u ltim ate  
popu lation  for w hom  the product is designed. Second, the  te s t pro
cedure m ust sim ulate use conditions.

T he  form ulation  of the  questions to  be answ ered m ust be m ade 
explicit by  th e  protocol of the  study . T h e  sta tistic ian  m em ber of the 
team  has th e  responsib ility  for an tic ip a ting  the  form  th a t the  experi
m ental resu lts  will take and for ensu ring  th a t the  design of the study 
will p erm it a m eaningful analysis. Since the type of sta tistica l 
analysis app ro pria te  a t the  end of the  experim ent is con tingen t upon 
the  m anner in w hich sub jects w ere selected and the  m anner in w hich 
the  d a ta  w ere collected, th e  sta tis tic ian  should partic ipate  in the study  
from  its inception or discussion stages. O ne of the  p rim ary  purposes 
of a sta tis tic ian  is to  get the  in vestiga to r to  th in k  and thus, m ore 
efficiently p lan  and conduct his study . A t tim es he will perform  som e
w h at like a law yer in d raw ing  ou t the  p e rtin en t special know ledge of 
th e  o th e r team  specialists, and in help ing to  form  a clear s ta tem en t of 
the problem before any attempt is made toward design and solution. In  
this interplay of a  multiplicity of ideas a.nd approaches to understanding, 
responsib ilities and  objective, it is na tu ra l th a t the sta tis tic ian  m ust 
m ake every effort to  m ake his ow n view point, s tric tly  as th a t of a 
sta tis tic ian , know n, clearly  understood, and accepted so far as possible. 
H is m ain con tribu tions to  design of an experim ent will be in th e  areas 
of careful exam ination of the  ob jectives of the  experim ent, insistence 
on random ness, aw areness of the m any kinds of bias th a t m ay afflict a 
study , and  m obilization of the  technical tricks of experim ental design.

Selection of a d rug  th ro ug h  the  screening process does n o t m ean 
th a t it should be subm itted  to  clinical tria l. T here  is a  need to  in
vestiga te  tox ic ity  by m eans of anim al studies.

T o  date  th ere  has been no adequate  stu dy  corre la ting  the resu lts  
of d rug  effects in  anim als w ith  those obtained from  la te r clinical te sts
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on hum an beings. H ow ever, a booklet, “A ppraisal of the  S afety  of 
C hem icals in Foods, D rug s and Cosm etics,” prepared by the  staff of 
the  D ivision of P harm acology , Food and D rug  A dm inistra tion , and 
published in 1959 by th e  A ssociation of Food and D rug  Officials of the  
U n ited  S tates, con tains useful in form ation w ith  respect to  view s of the  
F D A  concerning safety studies.

I t  is no t possible in a general outline to  design a single program  
th a t will apply to  each and every new  drug. M any tim es, even a fte r 
an experim ent has begun, we observe changes in anim als w hich cause 
us to  change the approach.

In  m any instances we are dealing w ith  a desired dem onstra tion  
of safety for a sm all am ount of a chem ical w hich m ay be consum ed by 
m an for a long tim e. T herefore, chronic tox ic ity  studies m ay be re
quired. H ow ever, before such studies are s ta rted  o ther data, such as 
acute and sub-acute studies, are necessary. R ecords of the  observa
tions on each individual anim al and sta tis tica l trea tm en t of the  data 
as a w hole are needed to  reach a conclusion.

In  the  la s t analysis the caliber of the  team  conducting  the various 
experim ents and m aking the  evaluations determ ines to  a large ex ten t 
the  na tu re  and usefulness of the  anim al tox ic ity  tests.

Foolproof Experiment in Man Impossible
Clinical experim entation  in m an is one of the m ost difficult fields. 

I t  is alm ost im possible to  set up a really  foolproof experim ent. A nd 
it is alm ost inevitable th a t th ere  should be som e differences of resu lt 
and differences of opinion in these clinical fields of experim entation .

Sir A ustin  B radford  H ill and o ther sta tis tic ians have am ply 
dem onstrated  th a t the  careful p lann ing  of clinical tr ia ls  is essential. 
Several factors, once ho tly  debated, are now  w idely accepted as im 
p o rtan t in the  p lann ing  of any  clinical trial. Some of these factors a r e :

(1) R andom ization to  m inim ize the biased selection of a sam ple 
from  the  population.

(2) B lind and double-blind and control (placebo) studies.
(3) R eplication in separate, independent laboratories by different 

investigators,
(4) A ltering  such variables as the  dose regim en and the  m ethod 

of adm inistration .
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Use of Matched-Pair Studies
M any clinical plans utilize m atched pairs of sub jects in the evalua

tion of new  drugs, such as age, sex and the  severity  of the disease. 
I ts  purpose is to  enable b e tte r com parison betw een the trea ted  and 
contro l groups, since one pa tien t of each pair receives th e  d ru g  and the 
o ther is an un trea ted  control. T he  d isadvantage of m atch ing  lies in 
the ra th e r  extrem e conditions for the  model. P a tien ts  do not rem ain 
th e  sam e over periods of tim e; ne ith er do conditions. T here  m ay be 
carryover of the effects of a drug, e ithe r physical or psychological. A 
recen t study  of the problem  by com puter m odel-sim ulation technics 
and by covariance analysis indicated  th a t th ere  is rem arkab ly  little  
advantage to  the  use of such m atched-pair studies.

Phase I, Phase II and Phase III Investigations
I t  m ay no t be generally  appreciated th a t the regula tions m ake a 

d istinction  betw een the  type of in form ation th a t m ust be provided to  
the  F D A  for the  clinical pharm acology studies referred  to  as P hase  
I and P hase  II , and the  clinical tria l, referred  to  as P hase  I I I . In  a 
P hase  I study , possibly only one or tw o sub jects m ay be involved. 
In itia lly  small doses of the  d rug  in question m ay be given, different 
rou tes of adm inistra tion  explored, and the sub ject followed closely 
w ith  the  app ropria te  pharm acologic studies. F o r th is  purpose it w ould 
not be necessary  th a t  exhaustive anim al toxicities be done. F or 
exam ple, L D 50 determ inations and sho rt-te rm  subacute studies m ight 
suffice. In  P hase  I I , studies w ould be extended to  include the  in itial 
therapeu tic  tr ia ls  on a lim ited num ber of pa tien ts  and m ay require 
additional anim al stud ies beyond those considered adequate for Phase
I. Considerable leew ay du ring  P hase  I and P hase I I  w ould be p e r
m itted  in regard  to  the plan of investigation  an d  such details as the 
rou te  of adm inistra tion  and the physical form  in w hich the d rug  is 
adm inistered . T hu s, although  a d ru g  m ig h t be in tended prim arily  
for oral use, during  th is period an in vestiga to r could undertake studies 
w ith  a paren tera l form  of the d rug  provided prelim inary  anim al ex
perim en tation  had been done to  indicate the  safety of th is  route, and 
in form ation w as available concerning the na tu re  of th e  solvent.

In  th e  case of P hase  I I I  investigations, w hich involve rela tively  
less exacting  studies undertaken , often over prolonged periods of tim e, 
by clinicians of vary ing  research experience, it is expected th a t con
siderably m ore prelim inary  anim al w ork w ould be done and th a t the 
rou te of adm inistra tion  and the form ulation  of the  drug  w ould be m ore
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or less standardized. Even in P hase I I I  investigations, how ever, the  
regu la tions perm it reasonable varia tions and  a lte rn a tiv es in  th e  pro
posed protocol. A reasonable degree of freedom  for the  in vestiga to r 
is essential if the  full po ten tia lities of a d rug  are to be developed.

Som etim es w e find th a t only a lim ited am ount of clinical da ta  can 
be o b ta in ed ; for exam ple, only a sm all num ber of patien ts have a 
disease. A com petent sta tistic ian  can be very  helpful to  the  clinician 
in u tiliz ing  to  th e  best advan tage the  initial num bers available. T he 
app ropria te  s ta tis tica l design m ay decrease the  am ount of observations 
involved w hile increasing  the am ount of in form ation th a t can be 
obtained.

Use of Double-Blind Procedure
A t tim es it is w ise to use a double-blind procedure so th a t the 

people actively involved in the investigation  will no t be aw are w hich 
is the  drug  and w hich is the placebo (or s tan dard ). In  th is  connection, 
the  Food, D rug  and Cosm etic A ct requires th a t the labels of d rugs 
m oving in in te rs ta te  com m erce give certain  in form ation including the 
identification of the  drug. A frequent suggestion  is th a t for double
blind studies, the  firm be allow ed to  ship d rug  and placebo identified 
by code num bers only, the  key to  the la tte r  being held by the  firm. 
Such a procedure w ould how ever be in violation of the Food, D rug  
and Cosm etic A ct and w ould resu lt in an unnecessary  risk to the 
public. I t  is possible to  aid double-blind studies, how ever, by th e  use 
of som e sort of tear-off or folded label and su itab ly  coded containers. 
A nonpartic ipan t of the s tu d y  located a t the site of the test, such as 
the  pharm acist, could th en  rem ove and re ta in  the tear off portion  of 
the  labels and be responsible for keeping the key to  the iden tity  of the 
d ru g  and placebo, fu rn ish ing  it im m ediately to  the physician should 
the  necessity  arise.

W hile  th e  p rim ary  m otive of the  in vestiga to r m ay be satisfaction  
of his ow n personal in tellectual needs, in m any instances, the  investi
gation  is undertaken  for eventual subm ission of the  resu lts  to  the  F D A  
as part of a sponsor’s “N otice” or a new  d ru g  application. I t  is th e re 
fore proper to  view  subm ission of the resu lts  as an in teg ral p a rt of 
conducting  th e  investigation . If in terp re ta tion  m ust begin w ith  the 
m aking of the  observation, then  the  level to  w hich in terp re ta tion  m ust 
be carried depends upon th e  kind of subm ission being made. T he 
in vestiga to r has a responsib ility  to  d igest the data, ex trac t the  findings 
th a t appear consequential, and tO! p resen t these sim ply and clearly. 
C harts  and  g raph s should be sim ple, clear, adequately  labeled, and to
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th e  point. T he  com plete da ta  should alw ays be re ta ined  in th e ir  en
tire ty  so th a t th ey  can be re-exam ined, if necessary.

W e find th e  tabu la tion  of d a ta  is very  helpful in term s of sum 
m ariz ing  such in fo rm ation as the  num ber of patien ts, th e ir  ages, the 
du ra tion  of the  trea tm en t, th e  dosages used, con trol m easures, the  
frequency of adverse effects, the  th e rap eu tic  resu lts, m ethod of assess
m ent of sub jec ts a t the  end of the tria l, and the  s ta tis tica l technics 
em ployed. H ow ever, th is  w ould be in addition  to  the needs of our 
m edical officers to  have available for review  and evaluation the investi
g a to r’s case reports, th e  over-all conclusions of each investigator, the 
design of each individual in v estig a to r’s experim ents, and the  criteria  
used for each in v estig a to r’s evaluations.

Reports from Investigator Must Be Evaluated
T he reports  from  each individual in vestiga to r m ust be evaluated. 

W e cannot delegate our responsib ility  of evaluating  a new  d ru g  to  a 
sponsor or to  an applicant.

Som etim es we receive incorrect resu lts  on clinical tria ls  because 
of ignorance, e rro r o r fraud. F o r  exam ple, one g laring  instance of 
incorrec t in te rp re ta tio n  or com bination of resu lts  has come to  our 
a tten tion . F ive d ifferen t clinical studies w ere conducted, com paring 
a new  d ru g  w ith  one a lready  on the  m arket. T he five resu lts  w ere 
then  averaged. U pon critical exam ination  of the raw  data  by  our 
sta tis tic ians it w as found th a t th e  five potencies they  w ere com bining 
w ere of th e  o rder of m agn itude of 25 per cent, 66 per cent, 75 per cent, 
95 per cent and 250 per cent, w here the  low est and the h ighest w ere 
extrapolated way beyond the two levels of drug used in the investigations.

O u r s ta tis tic ians help us evaluate the  design of the  clinical te sts  
found in sponsors’ “N o tices” and in new  d rug  applications. Also in 
these areas they  assis t in th e  a rran gem en t and, of course, the  evalua
tion  of the  sta tistica l analysis. O ften w e find too m uch s ta tis tica l 
ana lysis; un fo rtuna te ly , too m uch sta tistica l m anipulation  is usually  
a sign of poor clinical -work. Som etim es a sim ple graph of the resu lts  
w ould have been sufficient.

Dr. L ou is L asagne  has cited an instance w here an elaborate report 
w ith  beau tifu l charts, tables, and  analysis of variance w as received by 
a pharm aceu tical firm from  an investigato r. H ow ever, upon checking 
to  see w h a t levels of the d ru g  w ere used a t a specific tim e, it w as 
learned th a t, th ro u g h  oversight, th e  d ru g  had never been sent to  the 
in v e s tig a to r!
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T o con tro l the  identity , s treng th , quality  and p u rity  of new  drug  
substance and the dosage form  of an investigational as well as the 
m arketed  new  drug, pharm aceutical firms em ploy a control system  
of w hich a p a rt is the  quality  contro l laboratory. T he laborato ry , in 
collaboration w ith  those w ho have developed the  drug, m ust estab lish 
specifications to  define the iden tity , p u rity  and potency of the  new  
d rug  substance and the d ru g ’s dosage form s. T hese specifications 
m ust in tu rn  be supported  by analytical m ethods by w hich conform ity 
to  specification can be determ ined. U sually  one or m ore new  m ethods 
m ust be developed for th is  purpose. In  m any instances, m ethods 
suitable to  the  d ru g  in its  pure s ta te  m ust be modified or replaced by 
o ther m ethods w hen w ork ing  w ith  the  dosage form s of the  drug.

As the  new m ethods are developed and old ones are modified it  is 
th e  constan t job of the s ta tistic ian  to  design experim ents and to  evalu
ate  the  resu lts  from  th e  standpoin t of accuracy, precision and lim its of 
sensitiv ity , so th a t the  chem ist m ay com pare the new m ethod or 
m odification w ith  the  one presen tly  accepted. T he sta tistic ian  is often 
apply ing or developing m athem atical form ulas for th e  evaluation of 
various m ethods particu larly  those of biological assay.

S ta tistica l technics form  an in tegral p a rt of every effective quality  
control program . T he  sta tistic ian  can support the  new d rug  quality  
control team  w ith  respect to  physiological availability , un iform ity , and 
stab ility  of the drug.

T he new legislation recognizes the  ob ligation of the  applicant and 
the  F D A  to  follow the course of the  new  d rug  once an application is 
approved. O ne of the  salien t features is the  requirem en t th a t the 
applicant m ain tain  adequate records on clinical and m ark etin g  experi
ence w ith  a new  d rug  and subm it the  repo rts  to the  FD A  in o rder to 
recognize a t an early  date th e  need for corrective action w hen the 
accum ulated evidence of side effects w ith  a particu la r d rug  appears to  
m ake th is desirable. T he evaluation of these reports is frequently  a 
sta tistica l problem .

W h en  new  drugs en ter w ider d istribu tion  as a resu lt of com m er
cial d istribu tion  new  toxicities m ay be uncovered for the first time. 
In  a sense these  kinds of toxic reaction are predictab le although  th e ir  
incidence is not. R arely  a  novel toxic effect is discovered such as 
thalidom ide. T he  sooner know ledge such as th is is available the  
qu icker can counter-m easures be taken.

T he  applicant should encourage physicians to  report every in
stance of unexpected or unexplained sym ptom s du ring  an extended
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period follow ing adm in istra tion  of th e  new  drug . In  o rder to  avoid 
overlooking th e  novel or rare  side effect, em phasis should be on rep o rt
ing any  unusual phenom ena, w h e th e r or no t the  physician  personally  
believes th em  to  have been caused by  th e  drug.

E a rly  in fo rm ation  of m ark e tin g  experience and ana lysis  of the  
d a ta  m ay su g g est labeling  revisions or profitable re tro spective  s tu d ies 
of the  d ru g  to  the  c lin ic ian-sta tistic ian  team .

T h e  fear has been expressed th a t  the  new  regu la tions w ill resu lt in 
valuab le d rugs being w ithheld  by the  F D A  because of to x ic ity  en
countered  d u ring  investigational tria ls. H ow ever, safe ty  will ce r
ta in ly  be evaluated  in te rm s of po ten tia l clinical usefulness. F u rth e r, 
th e  new  reg u la tio n s  w ith  th e ir  em phasis on p rop erly  qualified in vesti
g a to rs  and  adequate  quality  con tro l d u rin g  production  m ay well 
reduce the  num ber of d rugs w ith d raw n  because of to x ic ity  re su ltin g  
from  im proper, inexpert, in vestiga tional tria ls , o r from  poor m anufac
tu rin g  practices.

Conclusion
T h e  invo lvem ent of s ta tis tic ian s  in new  d ru g  w ork is still in its  

infancy. Some pharm aceu tical firm s are u s in g  them  and m any  are not. 
A large num ber of th e  new  d ru g  app lications w e receive ind icate th a t 
app lican ts are no t m aking  use of sta tis tica l technics in th e  design, 
analysis and in te rp re ta tio n  of th e  anim al, clinical and contro l data. 
W e  do find m ore u se  of s ta tis tica l design in anim al s tu d ies th an  in 
clinical studies.

T h is  has been a brief resum e of th e  new  legislation and reg u la 
tions w hich m ay affect yo u r investigation , developm ent and m ark e tin g  
of new  drugs. T he  new  leg islation  is designed to  p rom ote th e  develop
m en t of sa fe r and m ore effective drugs. M any  prob lem s lie ahead for 
bo th  th e  pharm aceu tical in d u stry  and th e  F D A . I t  is hoped th a t it 
w ill prov ide a  b e tte r  u n d ers tan d in g  of th e  role and  function  of the 
F D A  in its  regu la tion  of new  d ru g s  and in tu rn  assis t those  w h o  have 
a responsib ility  for developing them . [The End]
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Milk and Other Dairy Products: 
What Is Proclaimed- 

What Is Proper to Proclaim
By K. L. MILSTEAD

The Author Is Deputy Director, Bureau of Enforcement, Food and Drug 
Administration, United States Department of Health, Education and 
Welfare. He Delivered This Address at the Annual Convention of the Milk 
Industry Foundation, October 29, 1962, in Atlantic City, New Jersey.

I H A V E  B E E N  A S K E D  to explain th e  a ttitu d e  of th e  Food and 
D rug  A dm inistra tion  tow ard  nu trition al and  health  claim s for 

dairy  products. T h is  request is d is tu rb ing  for it im plies th a t the  
unique con tribu tion  of m ilk and o ther dairy  products to  the adequacy 
of our diets has been challenged, and th a t your in du stry  w an ts to 
know  w h at it can say about your p roducts to  restore  lost consum er 
confidence in “the  perfect food.” T h is is no t a sim ple task  because it 
involves some basic a ttitu d es  of consum ers abou t th e ir  health , and the 
requirem ents of the  F ederal Food, D ru g  and Cosm etic A ct as in te r
preted  by the  courts.

T he A m erican consum er has becom e health  conscious, d iet con
scious, w eigh t conscious, v itam in  conscious, m ineral conscious, fa t 
conscious and protein  conscious, b u t he has lim ited know ledge w ith  
w hich to  deal w ith  these new  concepts. H e has been m ade aw are of 
im p ortan t nu trition al factors and developm ents, b u t his know ledge 
has no t reached the po in t w here he can d istinguish  betw een sound 
nu trition al advice and nu trition al nonsense. H e hears the w ords v ita 
m ins, m inerals, protein, po lyunsatu rates, and so forth, so often th a t 
he feels m uch happ ier if he sees one or tw o of them  on the  label of 
any  food he buys. In  addition , he is being constan tly  to ld th a t  he 
m ust im prove his d iet w ith  som e type of “food supplem ent” if he is to  
enjoy good health . A s a resu lt, m any consum ers find it very  difficult 
to  m ake a ra tional choice of th e ir  foods.

T h e  Suprem e Jud icial C ourt of M assachusetts  in considering a 
question  about food m isinform ation recently  sum m arized th e  situation  
as fo llo w s:
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W e  a r e  n a t  u n m in d f u l  o f  t h e  f a c t  t h a t  q u e s t i o n s  r e l a t i n g  t o  p u b l i c  h e a l th  
a n d  n u t r i t i o n  a r e  o f  p u b l i c  c o n c e r n .  I t  w o u ld  b e  d if f ic u l t  t o  i m a g in e  a n y t h i n g  
m o r e  so .

Requirements of Federal Food, Drug and Cosmetic Act
B earing in m ind these a ttitu d es  of consum ers, le t us tu rn  now to 

the  requ irem en ts of the F ederal Food, D ru g  and Cosm etic A ct. T he  
basic provision of the Act, dealing with labeling  claim s, p roh ib its  any 
claim  in the  labeling of a food th a t is “false or m islead ing in any  
p articu la r.” T he  S uprem e C ourt of the U n ited  S ta tes  in terp re ted  
th is  language in a case un der the Food and D rug s A ct of 1906 as 
fo llo w s:

T h e  s t a t u t e  is  p l a in  a n d  d i r e c t .  I t s  c o m p r e h e n s iv e  t e r m s  c o n d e m n  e v e r y  
s t a t e m e n t ,  d e s ig n ,  a n d  d e v ic e  w h ic h  m a y  m is l e a d  o r  d e c e iv e .  D e c e p t i o n  m a y  
r e s u l t  f r o m  t h e  u s e  o f  s t a t e m e n t s  n o t  t e c h n i c a l l y  f a l s e  o r  w h ic h  m a y  b e  l i t e r a l l y  
t r u e .  T h e  a im  o f  t h e  s t a t u t e  is  to  p r e v e n t  t h a t  r e s u l t i n g  f r o m  in d i r e c t i o n  a n d  
a m b ig u i t y ,  a s  w e ll  a s  f r o m  s t a t e m e n t s  w h ic h  a r e  f a ls e .  I t  is  n o t  d i f f ic u l t  t o  
c h o o s e  s t a t e m e n t s ,  d e s ig n s ,  a n d  d e v ic e s  w h ic h  w il l  n o t  d e c e iv e .  T h o s e  w h ic h  
a r e  a m b ig u o u s  a n d  l ia b le  t o  m is le a d  s h o u ld  b e  r e a d  f a v o r a b l y  t o  t h e  a c c o m 
p l i s h m e n t  o f  t h e  p u r p o s e  o f  t h e  a c t .

M ore recen tly  th e  sam e philosophy w as expressed by  a federal 
judge in a case involving false and m islead ing claim s for a d ru g  
product. H e said :

W h e n  r e p r e s e n t a t i o n s  in  t h e  l a b e l i n g  o f  a  p r o d u c t  g o  b e y o n d  w h a t  h a s  b e e n  
e s t a b l i s h e d  t o  b e  t h e  fa c t ,  a c c o r d i n g  t o  t h e  r e c o g n i z e d  s t a n d a r d s  in  t h e  p a r t i c u l a r  
f ie ld  f o r  t h e  d e t e r m in a t i o n  t h e r e o f ,  s u c h  r e p r e s e n t a t i o n s  m u s t  b e  c o n s id e r e d  a s  
f a ls e  a n d  m is le a d in g .

T hese  decisions m ake it clear th a t the law  sets very  h igh s tan d 
ards for health  claim s on foods. I t  p roh ib its  no t only false claims, bu t 
m islead ing claim s and claim s th a t have no t been estab lished and 
accepted by recognized scientific au tho rities  in the field. In  o ther 
w ords, in considering w h eth er the claim is justified, we m ust consider 
no t only the  scientific facts available, bu t also gaps in scientific 
know ledge abou t the  particu lar m atter.

What Is Proper to Proclaim?
W ith  th is  background in m ind, you w ill appreciate  w hy  it is 

difficult for me to  answ er the second question in the title  of m y t a l k : 
W h a t is p roper to  proclaim  for dairy  p roducts?  T h is  depends on m any 
factors in addition  to  the  a ttitu d e  and un d erstan d in g  of consum ers, 
such as, the w ay the  claim  is stated , the  type of p roduct involved, its 
m ethod of m ark etin g  and prom otion, failure to  reveal m ateria l facts, 
and the s ta tu s  of scientific know ledge in the area involved.
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G enerally speaking, you m ay claim  any th ing  for a dairy  product 
th a t is tru e  and is supported  by sound scientific evidence. T h is  in 
cludes its  estab lished nu tritional value, and in form ation abou t its 
flavor, appearance, tex tu re , palatab ility , versatility , w holesom eness, 
and so forth. C ertain ly  you can continue to  proclaim  the  superior 
value of m ilk and other dairy  products based on their con ten t of such 
im p ortan t n u trien ts  as calcium , riboflavin, and protein. A nd the  value 
of dairy  products in special diets for the  young  and old is so firm ly 
estab lished th a t reasonable claim s in th is  a rea  can be supported .

N ow I recognize th a t these  are general s ta tem en ts  and th a t you 
w ould be happier if I could be m ore specific. I am  sorry  th a t I cannot, 
b u t I can tell you th a t we will be happy  to  consider any specific 
claim s you have in m ind and give you our view s if you will send us 
proposed labeling. A s a general guide, you should confine your claim s 
to  those th a t are proper for basic, nu tritiou s foods. If you m ake drugs 
ou t of your p roducts by  curative or health  claim s, you are in a 
dangerous area.

What Is Proclaimed?
N ow  let us tu rn  to  the  first question in the title : W h a t is p ro

claim ed for m ilk and dairy  p roducts?  T h is question is easier to 
answ er because we are dealing w ith  specific claim s and we can discuss 
these claim s and  our view s abou t them . T h is  will also be helpful in 
answ ering  the  second question or, a t least, m y discussion will give you 
some idea of the  type of claim s we th ink  should no t be made.

Claims Based on Vitamin and Mineral Content
T he sensible enrichm ent of som e of our basic foods has the  

approval and support of n u trition ists  and public health  officials. T he 
w astefu l, irra tional addition of v itam ins and m inerals to  foods m erely 
for sales prom otion is disapproved by all scien tists and public health  
officials. T he food in du stry  is now carry ing  on a com petitive ba ttle  
of therapeutic  claim s based on the addition  of vitam ins and m inerals 
to  foods. C onsum ers are being urged to  select foods on the  irra tional 
basis of v itam in addition. T he in du stry  m ust accept its share of the 
blam e for the  “v itam ania” being suffered by consum ers, and the re 
action th a t will inevitably  occur. W e hope the  dairy  in du stry  will 
not con tribu te  fu rth er to th is  confusion by the addition  of unnecessary  
substances to  your p roducts m erely to  form  a basis for health  claims.
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T he  Food and N u tritio n  B oard of the  N ational R esearch Council 
and the  A m erican M edical A ssociation have endorsed the  follow ing 
fortification of da iry  p ro d u c ts: V itam in  D to m ilk, fluid skim  m ilk 
and nonfat d ry  m ilk, and the  add ition  of V itam in  A  to  fluid skim  m ilk 
and nonfa t d ry  m ilk. (I  should  po in t ou t, how ever, th a t  the  p resen t 
C ongressional definition for nonfa t d ry  m ilk does no t provide fo r fo r
tification w ith  V itam in s A and  D .) F u r th e r  en richm ent of dairy  
p rod ucts  is n o t indicated  a t th e  p resen t tim e.

N o tw ith s tan d in g  th is, efforts are con tinuously  m ade to  m ark e t 
p repara tion s to  add o ther v itam ins to  m ilk and also iron and  o ther 
m inerals, pro tein , and so forth . T h e  purpose of th is  is clearly  to  p ro 
m ote th e  fo rtify ing  product, and to  provide a basis for claim s for the  
modified m ilk. W hile  th ere  is no legal basis for p reven ting  th e  sale 
of these so-called m ilk fortifiers, a ltho ugh  th ey  are generally  unnec
essary  from  a nu trition a l standpo in t, we can act against unw arranted 
claim s for them . D u rin g  the  p ast year, w e seized sh ipm ents of four 
of these m ilk fortifiers because th e ir  labels claim ed th ey  w ould “p ro 
m ote hea lth y  tee th  and gum  form ation , resis t infection, p rom ote 
g ro w th  in children , s tu rd y  bones, hea lth y  blood, nerves and  skin, 
and cause th e  blood and body cells to  release energy .” W e do no t 
believe th a t such claim s are p rop er on any  dairy  product o r  any  
article  th a t is in tended to  be added to  a da iry  product.

H ere  are a few exam ples of da iry  p rod ucts  th a t w ere being p ro 
m oted by w h a t w e consider to  be exaggerated  and u n w arran ted  claim s 
based on added v itam ins and  m inerals.

Fortified Milk.—T h is  article  con ta ined  m any added v itam in s and 
m inerals a lthough  th ere  is no su b stan tia l scientific su p p o rt for the  
add ition  of any  v itam in  or m ineral to  m ilk except V itam in  D. Leaflets 
d is trib u ted  to  prom ote the  sale of th is  “su p er” m ilk represen ted  it to  
be effective to  p rom ote c lear sk in ; re sis t in fections; p ro long  life ; p ro 
m ote good health , good appetite , digestion , steady  and health y  nerves, 
vigor, good tee th  and  rich, red blood ; to  regu la te  the  th yro id  gland 
and p reven t go ite r and  to  prom ote a  personality  spark ling  w ith  a 
hea lth y  glow.

Milk with M ulti-vitamins and Minerals.— This was another “super” 
m ilk th a t w as actively  prom oted by  m eans of a leaflet delivered to  
rou te  custom ers. T h e  sam e type  of claim s w ere m ade as m entioned 
above for th e  fortified milk.
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2 Per Cent Milk with Added Vitamins.— W e seized a sh ipm ent 
of th is p roduct because the  labeling claim ed the  article  w ould be 
effective for anem ia, skin hem orrhage, loss of appetite, lack of proper 
grow th , p roper function of the nervous tissues, in fertility  and poor 
resistance of infection.

W e th ink  th a t health  claim s of the  types th a t w ere being m ade 
for these dairy  products are high ly im proper. T hey  are no t supported  
by sound scientific facts and they  are con trary  to  the best in terests  
of the dairy  industry . T hey  are sim ilar to  claim s m ade by food fad
dists and “health  h u ckste rs” to  prom ote th e ir  “health" foods.

Weight Control Claims
N utrition ally  speak ing our num ber-one problem  in the U nited  

S ta tes is obesity. W e eat too m uch of the h igh ly  nu tritiou s foods 
th a t are readily available to p ractically  everybody. I t  is no surprise, 
therefore, th a t your industry , along w ith  m ost of the  o thers in the 
food business, has shown an increasing tendency to  prom ote dairy 
products for reducing. Consider, for exam ple, these label s ta tem en ts 
th a t have been quite w idely used and th a t have been involved in 
actions under the F ederal Food, D ru g  and Cosm etic A ct: “ skim  milk 
for th a t slim  trim  look,” “ low calorie cream ed cottage cheese,” “ low 
calorie ice m ilk,” “prom otes slim ness,” “take oft w eigh t w ith ou t te a rs ,” 
and “build streng th  no t fa t.”

W h a t does the term  “low calorie” and sim ilar s ta tem en ts really 
m ean? T o have any m eaning it m ust be considered relative to o ther 
specific foods: there m ust be a fram e of reference. A rticles like ice 
m ilk and cottage cheese m ay be low er in calories than  ice cream  and 
cream ed co ttage cheese, respectively, b u t they  are h igher in caloric 
con ten t than  m any o ther foods. Also, the use of “ low calorie” and 
sim ilar s ta tem en ts  on such standardized foods, d isparages sim ilar 
foods d istribu ted  by o ther firms.

T his does not m ean th a t you cannot use tru th fu l, non-m isleading 
label s ta tem en ts  as to  the caloric and other nu tritive  values of your 
dairy  products. You can sta te  the calorie, protein, carbohydrate and 
fa t content. If it is an excellent source of certain  vitam ins, m inerals, 
and protein, these can also be listed. Y ou can com pare the caloric 
and other nu tritive  con ten t of certain  dairy  foods w ith  o ther foods, 
dairy  or otherw ise, of about the  sam e uses in the ordinary  diet. B u t be 
careful. I t  w ould no t do, for exam ple, to  com pare the caloric value of 
cream ed co ttage cheese w ith  oleom argarine. T hey  are used differently.
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I t  would not do to compare the calories of ice milk with orange juice. 
In other words, we believe that references to calories should be gen
erally limited to an appropriate statem ent of the calorie content of 
the food and to non-misleading comparisons with other foods that 
are used in a similar way in the ordinary diet.

And then we have those label statem ents—they pal around like 
the “Gold Dust Tw ins” we used to talk so much about—“High N utri
tion—Low Calorie” or the variant “High in Protein—Low in Calo
ries.” And to clinch its meaning, we now see some firms adding 
statem ents about how wonderful the touted food is for “weight 
watchers.” This is sheer nonsense. After all. if it is high in nutrition 
or protein it isn't low in calories. I t is not true to say or imply, in 
general, that foods are of special value in weight-reducing diets be
cause they supply significant amounts of nutrients in quantities which 
are low in calories.

Before leaving this subject of weight control claims, let me point 
up the problem a little more specifically by giving you the details on 
a few cases in which such claims were involved :

Slim Cheez.—This article contained about 2 per cent fat and the 
carton bore these claims, “Lower In Calories. Small Curd, Uncreamed 
Low-Calorie Cottage Cheese.” The product was not cottage cheese 
and it was not low-calorie.

Instant Nonfat Dry Milk.—The label “N on-Fattening,” “Excellent 
for W eight-W atchers,” “Perfect for High Protein, Low Fat Diets,” 
“So Necessary for Growth, Strength, and Sound Teeth. Gives Sparkle 
and V itality.”

Yogurt.—The labeling stated, “Take off W eight W ithout Tears.” 
W hat a prom ise!

Ice Milk.—The label bore a vignette of a shapely female standing 
on bathroom scales and the statement, “Add Charm to Your Diet.” 
Another very fascinating promise.

Also, “Low-Calorie Diet Lunch—Keep the calories down at neon 
yet satisfying your appetite,” are promises that ice milk would have 
difficulty fulfilling.

Slenderizing Brand Nonfat Dry Milk.—The name and the vignette 
of a shapely woman on the label both suggested that the article would 
in some way slenderize you, which we think is untrue and misleading.
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There is no short cut to weight control. The overweight person 
must suffer to control his weight by reducing his caloric intake. Milk 
products are suitable for use in calorie controlled diets for reducing. 
But they have no special or specific effect in the process of losing 
weight.

Other Borderline Health Claims
Here are some additional health claims that are toeing used on 

the labels of different foods, including dairy products, that we consider 
in the gray or doubtful area, because in the context used their mean
ing cannot be supported and thus they serve only to confuse and 
mislead: “body building,” “bone strengthening,” “energy producing,” 
“now enriched,” or “now fortified,” “provides health,” “high nutri
tion,” “less calories per bowlful,” “quick energy,” “improve your 
complexion,” “builds strong teeth,” “extra nourishing,” “healthful,” 
“significantly greater in vitamins and minerals," “rich in healthful 
vitamins,” “12 less calories per pat,” “17 calories less per pat” and 
“eases nervous tension.”

Advertising agencies refer to such claims as mere “puffery.” W e 
think they are false and misleading. W e would suggest that you avoid 
vague and meaningless health claims of this type.

Misleading Cholesterol Theory
No discussion of what is being proclaimed about dairy products 

and w hat is proper to proclaim would be complete w ithout comment
ing on the current misleading promotion of food products based on 
their fatty acid content.

Experimental observations during recent years have suggested 
that serum cholesterol may somehow be related to coronary heart 
disease. How it is related has not been established. Nevertheless, on 
this unproved theory there has developed one of the greatest food fads 
that has ever confused the American public. The consumer has been 
led to believe by many and devious ways that the most im portant 
thing from the standpoint of his health is to reduce the cholesterol 
level of his blood. F irst he was bombarded and exploited with various 
products bearing claims such as, “low in cholesterol,” “lower in cho
lesterol,” “less cholesterol,” and so forth. But then it was determined 
that levels of blood cholesterol are relatively independent of dietary 
cholesterol and therefore such claims were not only patently false in
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many cases, but grossly misleading, so something else had to be 
substituted.

By this time, some scientific reports were appearing that indicated 
that the type and amounts of fat in the diet have an influence on the 
blood cholesterol level in those persons with an elevated serum 
cholesterol. It was observed that certain unsaturated fats tend to 
lower blood cholesterol under carefully controlled conditions. So a 
new basis for continuing the fad to the general public was found. 
I t  was and is based on the unproved theory that diets high in satu
rated fats increase blood cholesterol which in turn favors the develop
ment of atherosclerosis, which in turn leads to coronary artery disease.

I need not tell you how this “theory” has been used not only by 
the food faddists and “health food” promoters but by some members 
of our major food industries to promote the sale of their products. 
You are painfully aware of the changes that have been brought abcut 
in the dietary habits of the American people as a result of this promo
tion. And all this, notwithstanding the repeated admonitions of the 
Food and N utrition Board of the National Research Council, the Amer
ican Medical Association, the United States Public H ealth Service, 
and others, that major changes in the American diet are not recom
mended.

W e are now in w hat m ight be considered the third phase of this 
“medicine man” approach to food merchandising and that is that the 
people are being told that it is not the cholesterol in the diet that is 
important, it is not the amount of unsaturated fats, but it is the degree 
of unsaturation or the ratio of unsaturated fats to saturated fats or 
something else. Confusion reigns and new prom oters with new 
theories and new advertising gimmicks appear and disappear. W e 
detect a growing dissatisfaction on the part of consumers to all this 
and a return to a more sensible approach to their food selection. They 
are beginning to realize that the substitution of exotic and strange 
foods for basic foods of proven nutritional and health value is unwise. 
Perhaps before too long the consumer, as Dr. Bauer, D irector of 
H ealth Education Em eritus of the American Medical Association 
recently suggested, will be able to return to the good old-fashioned 
custom of eating three square meals a day without fear and without 
anxiety.

The dairy industry, on the whole, has shown commendable restraint 
in the face of this prolonged campaign to degrade its products.
M IL K  A N D  O T H E R  D A IR Y  PRO DUCTS PA G E 591



The FDA stated its position on this question in a policy sta te
ment on December 10, 1959, which was and is that all statements, 
words, , or designs in the labeling of a fat or oil, or any other food 
for that matter, which represent or suggest that the article is effective 
for the prevention or treatm ent of heart or artery disease are con
sidered to be false and misleading and consequently in violation of the 
Federal Food, D rug and Cosmetic Act.

W e have no doubt that we can enforce this policy in court and 
we are proceeding against products where the labeling represents the 
article to be of value in the prevention or treatm ent of heart Or artery 
disease, including claims that the article will , lower the cholesterol 
level of the blood. Most of you are no doubt familiar with the many 
actions that have been taken against safflower oil products, promoted 
by the book “Calories Don’t Count,” w ritten by an M. D., Herman 
Taller, a gynecologist and obstetrician, and published by Simon and 
Schuster.

Dr. Taller represented safflower oil capsules for weight contro l; 
lowering of the cholesterol level of the blood; treatment of arteriosclerosis 
and heart disease; improving the complexion; increasing sexual drive 
and for other purposes. But no one came to the defense of Dr. 
T aller’s theories in federal court, and the actions have been terminated 
in favor of the government.

But this did not stop the promotion of safflower oil for “drug” 
and “health” purposes. It is being aggressively promoted not only 
by “health food” zealots but also by large food manufacturers. W e 
have already brought action against a shipment of “Safflower Shorten
ing,” based on claims of its value for heart and artery disease. W e 
are hopeful that this action will serve as a restraint on the very 
aggressive promotion of this oil and that our food manufacturers who 
are selling safflower oil products on the basis of “drug” claims will 
promptly return to the food business.

W hat about other claims such as “polyunsaturated,” “not hydro
genated,” “double the unsaturation,” “rich in linoleates,” and so forth. 
W e think they are misleading but it is a question of fact in each case. 
W e are in the process of taking a good look at the promotion, label
ing, and so forth, of all products and all firms that are promoting 
their products on the basis of such claims and we hope to help bring 
some order out of this chaotic situation before too long. It is long 
overdue.
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CONCLUSION
I have dealt with the unsaturated fat problem in some detail not 

only because of your interest in it, but also because I hope my com
ments may offer some guidance to those of you who have or may be 
thinking of entering this twilight area. W e sincerely hope that the 
dairy industry will continue to promote its products on the basis of 
their established nutritional and other values and their unique con
tribution to the adequacy of our diet and that you will leave the trea t
ment of heart and artery disease to medical experts where it belongs.

I would remind you of the accepted fact that the American food 
supply is unsurpassed in volume, variety, safety, cleanliness and 
nutritional value. Americans generally have to go out of their way, 
nutritionally speaking, to avoid being well-nourished. Deficiency 
diseases in our population are now almost unknown. The dairy 
industry can take considerable credit for the part it has played in 
bringing about this desirable state of affairs.

But notwithstanding the abundance and quality of our food 
supply, consumers are being constantly barraged by exaggerated 
claims and misconceptions distributed, not only by food faddists and 
nutritional quacks, but by some of our principal food manufacturers. 
“Fashions” in foods come and go. They are a poor substitute for 
staple and proven nutritious foods that are the foundation for our 
health and strength.

On the whole the dairy industry has not participated in this 
“medicine man” type approach to merchandising its products. W e 
hope you will continue to shun this approach and continue to market 
your products on the basis that they are good, clean, wholesome, 
attractive, tasteful, nutritious foods. W ith this approach, you will 
have no difficulty so far as the Federal Food, Drug and Cosmetic Act 
is concerned.

For those of you that are inclined to follow some other course, 
I would suggest that you ponder the words of W alter W eir in his 
book. O n  th e W r it in g  o f  A d v e r tis in g . He said:

W e m ay say to  ourselves tha t little harm  is done, through overstatem ent 
o r m isstatem ent, if we cause som eone to  p a rt w ith a dime o r quarte r for a 
p roduct tha t will not do  all our advertising  claimed it would do. B ut we are 
not dealing in dimes and quarte rs; we are dealing in belief. A nd no m atzer 
how  legally  we deceive, we break a th read  in thé w hole vast tapestry  of belief 
th a t is our civilization. [The End]
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Research Efforts on Pesticides 
by FDA Division of Pharmacology

This Statement W as Delivered by Arnold J. Lehman, M.D., Direc
tor of the Division of Pharmacology, Bureau of Biological and 
Physical Sciences, Food and Drug Administration, Department 
of Health, Education and Welfare, Before the Subcommittee on 
Reorganization and International Organizations of the Senate 
Committee on Government Operations on October 7, 1963.

5 IN T E N S IF IE D  A G R ICU LTU RA L PRA CTICES led to in
creased insect problems and in turn to greater use of insecticides 

there developed a growing concern that the residues of these insecti
cides remaining on the crops at the time of harvest m ight be harmful 
to the consumers. In January 1927 when the Food and D rug Adminis
tration was a part of the D epartm ent of Agriculture, it was recognized 
that there was not sufficient information on the toxicity of lead and 
arsenic, components of the principal insecticides of that era, to permit 
establishment of satisfactory tolerances for these chemicals.

Accordingly, the Department called on a committee to advise it 
as to just w hat levels of lead or arsenic in food or drink could be con
sidered free from hazard. The committee recommended temporary 
tolerances for lead and arsenic and in addition recommended a study 
of chronic intoxication by both lead and arsenic in the form in which 
they were used in sprays and consumed with fruits and vegetables. In 
1935 funds for such an investigation finally became available, and a 
Division of Pharmacology was establish in the FDA.

The first research problem assigned to the new Division was the 
study of the chronic toxicity of lead and arsenic. The test was done 
on rats and dogs and involved administering the compounds at several

By ARNOLD J. LEHMAN, M. D.

Division of Pharmacology Established

Research Efforts on Pesticides
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dietary levels with observation of the effects on vital organs, repro
duction and survival. The degree to which the chemicals were stored 
in the tissues was also measured. Considerable progress was made 
but all work on the problem came to a stop on June 30, 1937 when 
the current agricultural appropriation bill forbade the use of funds 
“ for laboratory investigations to determine the possibly harmful 
effects on human beings of spray insecticides on fruits and vegetables.” 
Not until 1943 when we undertook an investigation of the newly dis
covered D D T  for the Office of Scientific Research and Development 
was our work on pesticides resumed.

Much of w hat is now known about the effect of D D T on w arm 
blooded animals was discovered in our laboratory. M any of the 
insecticides developed in the immediately ensuing years were also 
studied. Finally with the passage of the Miller Amendment in 1954 
it became the responsibility of those seeking a tolerance on a new 
pesticide to present data showing that the proposed tolerance would 
be safe.

Thus it was no longer necessary for the Food and D rug Adminis
tration to conduct toxicity tests on each new pesticide as it was intro
duced. Instead we occasionally checked a finding presented in a 
pesticide petition, and devoted our main attention to the development 
of improved procedures for evaluating the safety of pesticides. W here 
it seemed desirable we have gone back and reinvestigated some of the 
pesticides in commercial use with present-day methods.

Examples of research work on pesticides currently in progress or 
recently completed in the Division are as follow s:

Demyelinating agents.—Certain types of chemicals, notably the 
organic phosphates and the carbamates, are in some instances capable 
of injuring nerves and causing paralysis. A pathological process 
known as demyelination is associated with this injury. W e have been 
testing those pesticides which have not previously been examined for 
this kind of toxicity. W e have been trying several different species 
of animals in such tests so as to select the one or ones most efficient in 
detecting this kind of toxicity. Possible antagonists to the demye
linating compounds are also under study as an aid to understanding 
the la tter’s mechanism of action. The anatomical basis for this nerve 
injury is being explored in cooperation with scientists of the National 
Institu te for Neurological Diseases and Blindness.

Effects of pesticides on the conditioned avoidance reflex of rats.—
Prelim inary work to evaluate the blockade of a conditioned escape
R E SE A R C H  E FFO R TS O N  PE S T IC ID E S PA G E 595



response to electric shock in rats as a means of detecting early toxicity 
to the central nervous system has been negative. Ten pesticides of 
diverse structure and use have been screened using this method.

Potentiation between drugs and pesticides.—In a study of the 
possible potentiation of drugs and pesticides it was found that the 
tranquilizer Chlorpromazine increased the toxicity of each of the two 
organic phosphate insecticides Parathion and OM PA when given in 
combination with them. Additional experiments are in progress.

Metabolism of pesticides.—The disappearance of various anti
esterase carbamates from specific tissues of the experimental animal 
is being followed analytically through periodic sampling of selected 
tissues for component parts of the toxicant.

Acute toxicity.—The acute toxicity of most pesticide compounds 
submitted for tolerances is routinely being determined.

Subacute feeding tests.—Studies of the effects on dogs and rats 
of oral ingestion of pesticidal compounds for 90 days are a continuing 
phase of our pesticide research either to monitor industry or in support of 
chronic two-year studies. Compounds under test or on which work 
has recently been completed a re : 4-nitrophenylarsonic acid, arsenoso- 
benzene, arsanilic acid, sodium arsenite, sodium arsenate, 3-nitro^4- 
hydroxyphenylarsonic acid, 2,4-D diethanolamine salt, 2,4-D propylene 
glycol and 2,4,5-T (free acid).

Chronic feeding tests.—The following chronic feeding tests of 
pesticides are in progress or have recently been com pleted: 2,4-D (free 
acid) (rats and dogs), Aldrin (mice), Dieldrin (mice), Heptachlor 
(mice), Heptachlor epoxide (mice), arsanilic acid (mice), sodium 
arsenite (rats and dogs), sodium arsenate (rats and dogs) and 3-nitro-
4-hydroxyphenylarsonic acid (rats).

TOXICOLOGICAL INVESTIGATION OF A  PESTICIDE
During the past 20 years there has been an increase in research 

activity in toxicology. Traditional methods in pharmacology are 
changing and the experimental toxicologist is applying as a part of his 
procedures, newer methods in histochemistry, biochemistry, and radio
chemistry in his attack on the problems of human and animal toxi
cology. W ith the introduction and application of these new methods, 
the science of toxicology is evolving from the status of empirical 
studies to that of a special and precise field of inquiry.

In the FDA recognition of advances in the science of toxicology 
encouraged the staff of the Division of Pharmacology to publish in
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1959, a monograph entitled “Appraisal of the Safety of Chemicals in 
Foods, Drugs and Cosmetics.’- This monograph contains the methods 
and procedures recommended to the manufacturers of foods, drugs, 
cosmetics and pesticides for the evaluation of safety of products 
subject to the Food, D rug and Cosmetic Act. By these methods, it is 
possible to establish the “no-effect” level of a given compound based 
largely upon histopathological evidence.

Evaluation of “ No-Effect” Level
In dealing with the safety of pesticide residues which remain in 

or on raw agricultural products, we begin with the proposition that :t 
is self-evident that all pesticides are poisonous. They are compounds 
which are injurious to both animals and man at some dosage level but 
can be tolerated w ithout effect at some lower dosage. The nature of 
the injury that may be produced in man from excessive amounts of a 
pesticide can be demonstrated by animal experimentation. In the 
methods now applied we devote our attention to defining the level 
of exposure that has no effect by measuring at different dose levels 
the injury caused in the experimental animal or the lack of it.

W e recognize that one of the problems in the evaluation of the 
“no-effect” level in animal experiments is the variation of end points 
or measurements that must be used. In some instances, the end point 
has been taken as the level of intake which is within the ability of 
the body to excrete the substance so that no accumulation occurs. In 
another instance, it may be the effect on body weight or the relationship 
between organ weights and body weight. In still another, the effect 
upon an enzyme system has been the indicator. By and large, the 
level at which no histopathological changes have occurred has been 
the principal basis for defining the “no-effect” level.

The present system provides the pharmacologist with information 
about the injury, if any, that results from feeding different amounts 
of the chemical. It is desirable, however, that the investigator also 
learn the way in which that injury developed over the period that the 
feeding was going on. A good illustration is the injured liver, which 
we know can be adversely affected by several different mechanisms.

Problem of Combinations of Pesticides
W e are concerned with the problem of combinations of pesticides. 

The combined effects of two or more insecticides ingested at the same
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time, particularly if one increases the effect of the second, would not be 
determined by a study of each separately. W e have required in peti
tions offered to show safety some evidence as to  whether potentiation 
occurs.

I t is well recognized that the extrapolation of information from 
animal experiments to physiological effects upon man leaves something 
to  be desired. Research in this area is very much needed but has been 
most difficult to carry out. The greater part of information on man 
available w ith respect to  pesticide injury comes from those cases of 
overdose or poisoning. Much needed are experiments and clinical 
evaluations in which biochemical, histochemical and radiochemical 
means are employed.

W ith  the development of new analytical tools of exquisite sensi
tivity, it should be possible to detect transient reactions to poisons 
before these effects progress to permanent disability (injury). A 
general plan would be to determine the reaction of the pesticide under 
study at the cellular and subcellular level using the dog, the rat, and 
the miniature pig. Monkeys may also be included. The effects would 
be correlated with dosage. W hen the correlation becomes well-estab
lished for the first pesticide, others could be subjected to this same 
series of tests to determine if the reaction is similar to or varies from 
the established pattern. A procedure could be developed whereby the 
transient effects can be fitted into a pattern which will permit 
extrapolation of data on the basis of a histochemical “no-effect” level. 
The ultimate hope is to set up a protocol which will consume less time 
and be more precise in evaluating the adverse actions of a pesticide.

Final Step
After careful evaluation of all data, the final step would be studies 

in man. If the animal studies indicate that an acceptable tolerance for 
the pesticide under study is 10 p.p.m., for example, there is no reason 
to hesitate to administer to human volunteer subjects a level equivalent 
to, or even small multiples of the quantity represented by the residue. 
Subclinical degrees of response can be determined and correlated with 
the animal data. Eventually it may be possible to demonstrate which 
of the several species of animals respond similar to man so that 
meaningful extrapolation from animal to man is more secure.

A protocol of a research project to add to and improve our present 
procedures is presented below.
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PROTOCOL
A group of 32 young purebred beagle dogs, 16 male and 16 female, 

individually housed and kept on routine diet fortified with L-cysteine, 
will be divided into four groups of eight animals each, a control group 
and three experimental groups. The latter three will be given gradu
ated doses of the halogenated hydrocarbon or organophosphate com
pound under investigation.

Each one of the four groups will be subdivided into two groups 
of four, so that the following setup will prevail: I-A, TB ; II-A, II-B ; 
III-A , III-B  ; IV-A, IV-B.

The following groups of tests will be performed a t biweekly 
intervals for three months before the administration of the compound 
is started and at the end of the 1st, 2nd, and 4th weeks and monthly 
thereafter following initiation of the drug administration. The follow
ing tests will be performed on all anim als: (daily) food and water 
intake, (daily) clinical observation and record thereof, (weekly) weight 
gain, WBC with differential, RBC, Hgb, Hmct, cell indices, reticulo
cyte count, platelet count (phase contrast), prothrombin time, silicone 
clotting time and drug level in blood.

The following tests will be performed on all animals in the various 
“A ” subgroups: SGOT (serum glutamic oxaloacetic transaminase), 
SGPT (serum glutamic pyruvic transam inase), glucose-6-phosphatase, 
total proteins and A /G  ratio, protein electrophoresis, fasting blood 
sugar, serum iron and urinalysis.

The following tests will be performed on all animals in the various 
“B” subgroups: ISD H  (isocitric dehydrogenase), alkaline phos
phatase, total cholesterol and cholesterol esters, BUN, lactic dehydro
genase isosyme pattern, ornithine carbamyl transferase, urinary ascorbic 
acid level and radioisotope metabolic tracer studies,

W hen any of the above liver function tests become abnormal, liver 
biopsies will be performed from half (2) animals in each subgroup, the 
other serving as controls, and the following histochemical studies done :

Subgroup A.—glycogen (PAS or Bauer feulgen), glucose-6-phos- 
phatase (chiquoine), mitochondria, phase contrast, H & E and liver 
homogenate drug incubation studies.

Subgroup B.— alkaline phosphatase (Gomori), non-specific liver 
esterase (bromoindoxyl acetate), microsomes and Golgi apparatus,
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phase contrast, H & E and microsome (ultracentrifuge) drug incuba
tion studies.

The first experiment, which will be a pilot study, will be ter
minated at six months, at which time all surviving animals will be 
autopsied.

Subsequent experiments will be accordingly modified and ex
tended to other species, especially the miniature swine.

In the above experimental design, please notice that any one 
param eter is followed both in the blood and in the tissue within the 
same subgroup, for instance fasting blood sugar, glycogen and glucose- 
6-phosphotase in subgroup A, while alkaline phosphotase, cholesterol 
esters and non-specific (pseudo) esterase in subgroup B. This, it is 
hoped, will make interpretation of the results more comprehensible.

[The End]

BOTULISM OUTBREAK FROM SMOKED WHITEFISH
T he F D A ’s D e tro it d is tric t was inform ed by the M ichigan D ep art

m ent of A gricu ltu re Food and S tandards Division, Lyle Littlefield, 
chief, th a t tw o  deaths a ttrib u ted  to botulinus poisoning had occurred 
at K alam azoo, M ichigan on O ctober 2. T he report, dated the same 
day, said the deaths w ere a ttribu ted  to  sm oked whitefish from  an un
identified source. A n investigation  w as begun to determ ine the facts.

T w o deaths w ere reported  in Knoxville, Tennessee on O ctober 6, 
from  botu linus poisoning a ttribu ted  to “sm oked whitefish chubs” shipped 
by a G rand H aven, M ichigan firm.

T hese tw o  reports  have led to  the disclosure of th ree  o ther deaths 
not previously a ttribu ted  to  botulism . As of O ctober 18, a total of seven 
deaths had been reported  betw een S eptem ber 30 and O ctober 7. In 
addition, seven persons had been hospitalized and trea ted  for botulism . 
All cases w ere in the K noxville-N ashville, T ennessee area, except the 
tw o  K alam azoo deaths, and all cases in the area related to  consum ption 
of fish from  one shipm ent from  the G rand  H aven plant.

Investiga tion  by F D A  concluded tha t this sh ipm ent w ent to  18 
retail s to res of one g rocery  chain—3 in A labam a, 1 in K entucky  and 
the rem ainder in T ennessee. A t the first suggestion  tha t the fish m ay 
have caused illness, the  g rocery  chain o rdered  re tu rn  of the product, 
took im m ediate action to  stop sales and undertook  to  locate custom ers 
w ho had already purchased  the item. T he G rand H aven firm  requested 
its d is tribu to rs  to  destroy  all stocks on O ctober 7.

All F D A  d istric ts w ere alerted  to notify all cooperating  s ta te  and 
local officials and to  request them  to  w arn  the public and to  supervise 
destruction  of any of the G rand H aven  product located in the ir areas. 
F D A  is continuing to conduct an intensive investigation in to  th e  cause 
of this botu lism  outbreak.
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