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Maven J. Myers and Joseph L. Fink 
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third and fourth classes of drug products 
in an article beginning on page 4. Dr. 
Myers is Professor of Pharmacy Ad
ministration and Director of the Depart
ment of Pharmacy at the Philadelphia 
College of Pharmacy and Science. Dr. 
Fink is Assistant Professor of P ’armacy 
Administration at the Philadelphia Col
lege of Pharmacy ar.d Science. Their ar
ticle is titled, “Legal Considerations in 
Establishing Third and Fourth Classes of 
Drug Products.”

“Current Topics in Canadian Drug 
Regulatory Affairs” is Jan Apse’s an
alysis of issues important to the develop
ment and coordination of Canadian drug 
regulatory policy. Dr. Apse is Chief 
of the Drug Regulatory Affairs Di
vision of the Drugs Directorate of the 
Health P rctectrn  Branch in the De~art- 
ment of National Health and Welfare 
of Canada. His article begins on page 11.

Nineteenth Annual Educational Con
ference of the FDLI and the FDA. 
The following papers were presented at 
the 19th Annual Educational Conference 
of the Food and Drug Law Institute 
and the Food and Drug Administration, 
which was held in Washington, D. C. on 
December 2 and 3, 1975.

In an article beginning on page 17, 
John W. Farquhar, Vice-President of 
Research and Technical Services of the 
American Frozen Food Institute ex
presses the frozen food industry’s op
position to the microbiological quality 
standards proposed by the FDA. The 
article is titled “The Role of Microbi
ology in the Integrity of Foods.”

Dee M. Graham analyzes the theory 
behind and the results of the 1970 GRAS 
pilot survey and the 1971 comprehensive 
survey conducted by the NAS. Dr. 
Graham is Assistant Director of Re

search of the Del Monte Corporation. 
His article, beginning on page 25, is 
titled “Review cf t' e 1970 NAS GRAS 
Pi'ot Survey (Phase I) and the 1971 
NAS Crmnrehensive Survey (Phase II) .”

Robert L. Spencer is Chief of the Pre
cedent Regu'ations and Legislative Ac
tivities Branch of the Bureau of Drugs 
in the Food and Drug Administration. 
In “Bioequivalence/Bioavailability—The 
FDA’s Plans,” he discusses the recently 
issued bioequivalence/bioavailability regu
lations. The article begins on page 32.

“Bloequiva'ence/Bioavai’ability — A 
Manufacturer’s View” approaches the is
sue through exact defini.ions of terms. 
W ritten bv C. J. CazaHito, Executive 
Vice-President of Scientific Affa'rs of 
Ayerst Laboratories, the article begins 
on rage 39.

Stuart J. Land’s presentation, begin
ning on page 46, questions the basic va
lidity of the regulatory approach taken 
by the FDA with respect to the market
ing of prescription drugs which were the 
subject of DESI review. Mr. Land is a 
member of the law firm of Arnold and 
Porter and his article is titled “Bio- 
equivalence/Bicavailability—The Basic 
Legal and Philosophical Issues.”

“Status of the FDA’s Program on the 
Use of Antibiotics in Animal Feeds” is 
Gerald B. Guest’s report on the FDA’s 
watch over the various drugs fed to 
food-producing animals. Beginning on 
page 54. the article is written by the 
Special Assistant to the Director of the 
Bureau of Veterinary Medicine in the 
Food and Drug Administration.

James F. Mongiardo, an attorney with 
the Schering-Plough Corporation, takes 
issue with the FDA’s regulatory program 
for animal drugs. Titled “A Response to 
New Approaches to Be Used in the Regu
lation of Animal Drugs,” the article 
begins on page 59.
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Legal Considerations 

in Establishing Third and Fourth 
Classes of Drug Products

By MAVEN J. MYERS and JOSEPH L. FINK

Dr. Myers Is Professor of Pharmacy Administration and Director 
of the Department of Pharmacy at the Philadelphia College of 
Pharmacy and Science in Philadelphia, Pennsylvania.
Dr. Fink Is Assistant Professor of Pharmacy Administration at the 
Philadelphia College of Pharmacy and Science in Philadelphia, 
Pennsylvania.
This Paper Was Presented at the Contributed Papers Session of the 
First Annual Meeting of the American Society for Pharmacy Lav/, 
which was held in San Francisco, California on April 23, 1975.

IT  IS E S T IM A T E D  th a t A m ericans spend m ore th an  four billion 
dollars each year on nonprescription (or over-the-counter (O T C ))  

d rug s.1 E stim ates of expenditures in pharm acies for nonprescrip tion  
drugs run as high as $2.6 billion,2 or approxim ately  tw o-th ird s of the  
to ta l spent. T his estim ate of m arket share is likely som ew hat inflated 
because of the  inclusion of “w ets and dries, insecticides, and anim al 
health  goods’’ in the  la tte r  dollar estim ate.

Once source has estim ated that, in the  m arket for “cold products” 
in 1972, pharmacies captured 56 percent of the total sales of $990 million.3 
M arket shares ranged  from  less than  20 percen t for th ro a t lozenges 
to m ore th an  80 percent in the fever therm om eter m arket.

1 Bowles, G. 'C., “Drugs Sold in the 2 “Prescriptions and Sundries Show 
Community can be Source of Adverse Best Gains.” 170 American Druggist 39 
Reactions in the Hospital,” 119 Modern (July 1, 1974).
Hospital 108 (Dec., 1972). 3 “Are You Ready for the ‘Cold Sea

son?’ ” 168 American Druggist Mer
chandising 45 (Oct. 1, 1973).

PAGE 4  FOOD DRUG COSMETIC LAW JOURNAL----JANUARY, 1976



A  popular cold capsule, in troduced in 1961, w as orig inally  dis
trib u ted  only th ro ug h  drug  d istribu tion  channels. By 1964, an esti
m ated 15 percen t of the  sales of th is  p roduct w ere in nondrug  outlets. 
By 1969, th e  no nd ru g  m arket share had increased to  45 percen t.4 In 
1970, the com pany deleted its pharm acy-only  d istribu tion  policy.

W hile precise figures are not available, it w ould seem th a t, in spite 
of inroads by no nd ru g  ou tlets, around  50 percent of the  sales of non
prescrip tion  d rug  dosage form s for hum an use occur in a pharm acy.

“ Third” Class of Drugs and “ Fourth” Class of Drugs
Present federal food, drug and cosmetic legislation divides m arketed 

d rug  products in to tw o categories : those th a t are safe and effective for 
use in unsupervised self medication and those that are safe and effec
tive for use only under the  supervision of a licensed prescriber.5 *

Suggestions have been m ade by the  national professional society 
of pharm acists, e’ 7 a s ta te  board of pharm acy ,8 a s ta te  association,9 
and o thers ,10' 11 th a t a th ird  category  of drugs be established th a t 
would be available for self-m edication, bu t requ iring  the supervision 
of a pharm acist to effect a purchase.

In  1969, the th en  B ureau of N arcotics and D angerous D rugs of
ficially created  a th ird  class of d rugs w ith a regulation  requ iring  t h a t :
“A Class ‘X’ product may only be sold at retail without a prescription by a 
registered pharmacist and not by a nonpharmacist employee even if under the 
direct supervision of a pharmacist.”12

The Food and Drug Administration (F D A ) re-evaluated  the status 
of these products, w ith  a view  to p u ttin g  them  on a prescription-only 
basis. The A gency reached the  follow ing conclusion :
“The Commissioner believes that most pharmacists are very diligent in exercis
ing their professional responsibilities. Further, he notes that ir, many states 
where the products are OTC. pharmacists have apparently exercised increased 
responsibility resulting from a heightened awareness of the abuse potential of 
these products. Thus, voluntary self-regulation has contributed to reduction of 
actual abuse, while permitting freer patient access to the drugs than would be 
available under prescription status.”13

4 “Men J Will Sell Contac to Non-drug 
Accounts.” 161 American Druggist 36 
(June 1, 1970).

5 21 U. S. C. 353(b).
8 NS8 Journal of the American Phar

maceutical Association 362-3 (1968).
7NS7 Journal of the American Phar

maceutical Association 308 (1967).
8 “ ‘Third Class’ Pushed in N. J.,”

168 American Druggist Merchandising 26
(July 1, 1973).

0 “ ‘3rd Class’ Sought to Curb Abuse," 
163 American Druggist 37 (March 22, 
1971).

10 Neumann, “The Pharmacist as an 
Adviser on Vitamin Use,” 170 Ameri
can Druggist 13 (Oct. 1, 1974).

11 Edwards Tells NARD He Supports 
‘Third Class of Drugs’ Concept.” 162 
American Druggist 13 (Nov. 2, 1970).

12 34 F. R. 17106—7 (Oct. 22, 1969).
13 40 F. R. 12998—9 (March 24, 1975).
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A less frequently heard, but equally significant, suggestion  has been 
for th e  creation of a four-category  system .14-20 T he fourth  category  
would be dispensed a t the  request of a p rescriber and renew able for a 
reasonable period of tim e at the  p h arm acist’s discretion.

T he D uffy Com m ission, created by a resolution of the  California 
low er house, issued a report recom m ending th a t pharm acists be a l
lowed, under certain restrictions, to  prescribe some prescription drugs.21

The “ Need” for Additional Classifications
The justification  for a th ird  class of d rugs (safe and effective for 

use in self-m edication under the  supervision of a pharm acist) can rest 
upon either the desirab ility  of increasing  ra tional d rug  use by the 
patien t or the  a ttem p ts  to  reduce the  m isuse or abuse of drugs.

Rational drug use can be increased by using the professional knowledge 
of th e  pharm acist to benefit the  p a tien t in rational d rug  product selec
tion. T his includes selection of an effective d rug  for the  p a tie n t’s com 
plain t. avoidance of undesirab le po ten tia l in teractions of the d ru g  w ith 
other substances, and avoidance by patients for whom the product may 
be contraindicated. P ro p er use of the  selected d rug  product includes 
estab lishm ent of the  drug  consum ption regim en and provision of w arn
ings as to use.

Because of the very  na tu re  of a d rug  product, one should be able to 
assum e th a t a d rug  product available for nonprescrip tion  use is safe 
and effective for use in self-m edication w hen used according to  its 
labeling. T he assum ption m ust be m ade, however, th a t the  pa tien t 
reads, com prehends and com plies w ith  th is  labeling. T his assumption 
cannot alw ays be made. One trad e  organization , for exam ple, launched 
a public service adv ertis in g  cam paign for the  purpose of encouraging 
patien ts  to  read th e  labels on m edicines before tak in g  them .22 A

11 Bicket, “Autotherapy—‘The Future
Is Now,’ ” NS12 Journal of the Ameri
can Pharmaceutical Association 560, 562
(1972).

16 NS10 Journal of the American Phar
maceutical Association 348 (1970).

16 NS9 Journal of the American Phar
maceutical Association 334 (1969).

17NS8 Journal of the American Phar
maceutical Association 382 (1968).

18NS7 Journal of the American Phar
maceutical Association 323 (1967).
PAGE 6

19NS5 Journal of the American Phar
maceutical Association 314 (1966).

20NS4 Journal of the Anmrican Phar
maceutical Association 428 (1964).

21 Report to the Speaker of the [State 
of California] Assembly by the Advisory 
Commission cn Pharmacy, Pursuant to 
H. R. 21 of 1973-74 (Nov.) 1974).

22 “ ‘Read Label Before Taking 
Drugs!’ Theme of Council on Family 
H ealth,” 168 American Druggist Mer
chandising 45 (Oct. 15, 1973).
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report of a s tu dy  conducted by the F D A  indicated th a t only half of 
the  people in terview ed regu larly  read the  labels of drugs they  used.23

An additional factor favoring pharm acist in terven tion  in the con
sum er’s purchase of self-m edication products is th a t such in terven tion  
serves to  em phasize the  fact th a t th e  product actually  is a medicine. 
Because of extensive advertising  of som e of these  item s, consum ers 
m ay th ink  of them  as ju s t ano ther product, ra th er than  m edication.24 * *

Personal Reinforcement
A final factor th a t m ay be m entioned is the  im pact of personal 

reinforcement of im p ortan t labeling  sta tem en ts  at the  tim e of sale. The 
p a tien t is m ore likely to  rem em ber and heed the  s ta tem en t if person
ally inform ed of it by  the  pharm acist a t th e  tim e of sale.

T he  second justification  for increased control over som e no np re
scription drugs is th e  reduction  of m isuse or abuse of these  drugs; 
W hile  these products are presum ed safe and effective w hen taken  ac
cording to directions, th ey  m ay have o ther effects w hen no t taken  
according to  directions. T he m ovem ent of paregoric from  classification 
as an exem pt narcotic  (Schedule V ) to  a m ore tig h tly  controlled pre
scrip tion-only  s ta tu s  provides one exam ple.23

T h a t h igh ly  alcoholic cough syrups can be purchased in a super
m arket by anyone old enough to  w alk while m ost s ta tes  p roh ib it the 
purchase of beer or liquor un til age 18 or 21 presen ts an anom aly. 
Suspected m isuse of nonprescrip tion  products con ta in ing  an tih is ta 
m ines, non-narcotic cough suppressan ts, belladonna alkaloids, barb i
tu ra te s  or significant am ounts of alcohol have led to requests th a t 
these  products be placed under g rea te r con tro l.215

Some products cu rren tly  requ iring  a p rescrip tion  m ight be m ade 
available for self-m edication un der th e  professional supervision of a 
pharm acist and th us be tran sfe rred  from prescrip tion  s ta tu s  to the 
“th ird  class” of drugs.

O th e r p rescrip tion  m edications m ight be reclassified to  perm it, 
once a prescrip tion  has been w ritten , renew als of the prescrip tion  
over a reasonable tim e at the discretion of the pharm acist.

23 Nov'tch. “Self Medication: What’s 
Rieht. W hat’s Wrong, W hat’s Next?” 
17 Wisconsin Pharmacy Extension Bul
letin 1, 3 ("July. 1974).

24 Kushner, “New Way to Think About
OTC Drugs,” 169 American Druggist IS
(March 15, 1974).

25 165 American Druggist 8 (April 17, 
1972).

20 “ ‘Third Class’ of Drugs Is P ro 
posed in N. T.,” 161 American Druggist 
30 (June 1, 1970).
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Inconsistencies in Current Classifications
T he curren t classifications of d rug  products in to those w hich are 

safe and effective for unsuperv ised use by patien ts  (self-m edication) 
and those which are safe and effective for use only under the  super
vision of a prescriber have created  som e apparen t inconsistencies.

F or years, a m anufac tu rer has m arketed  an O T C  cold preparation 
(Coricidin tab le ts) which contains in each tab le t 2 m illigram s of 
chlorpheniram ine m aleate w ith som e aspirin  and caffeine.27 If the  
an tih istam ine per dosage un it is doubled to  4 m illigram s, how ever, 
the  product (w ith o u t aspirin or caffeine) is a prescrip tion  legend drug  
(C hlor-T rim eton  tab le ts) . A patien t desiring  the  m ore po ten t an ti
histam ine effect, b u t no t desiring  to v isit a p rescriber for a p rescrip 
tion, w ould be able to ob ta in  the  effect sim ply by tak in g  tw o tab le ts  
of the O TC preparation. The latter therapy might be considered pref
erable since the  caffeine m ay overcom e the m ild drow siness som e
tim es associated w ith  the  an tih istam ine .28

Legally, of course, the O TC product is considered safe and effective 
for unsupervised use when used according to directions. P ractically , con
sum ers m ay develop th e ir  ow n dosage regim ens w ith  these  products.

A much clearer anom aly can be found w ith  the  trea tm en t of tw o 
generically equivalent dosage forms of meclizine hydrochloride. Bonine, 
which contains 25 milligrams of the active ingredient, is available as an 
O T C  product, w hile A n tivert/2 5 , w hich also contains 25 m illig ram s of 
m eclizine hydrochloride, is lim ited to  d ispensing only on the o rder of 
a prescriber. Even m ore difficult to  un derstan d  is the  fact th a t A n ti
vert (w ithou t any  s tren g th  indication) contains only 12.5 m illigram s 
of m eclizine hydrochloride (therefore, being only half as po ten t as 
the  O T C  product) b u t is available only by prescription.

T his quirk arose because the  previous form ulation of A n tivert 
contained, in addition  to m eclizine hydrochloride, som e nicotinic acid. 
As a resu lt of a N ational A cadem y of Sciences-N ational Research 
Council review , the  product was found ineffective as a fixed com bina
tion. T his resu lted  in the reform ulation  of the  product w ithou t the 
nicotinic a c id ; how ever, the  m arketer app aren tly  did no t petition  for 
rem oval of the  prescrip tion-only  status.

T hese tw o exam ples m erely indicate th a t the  curren t system  of 
d rug  classification should be re-exam ined, if only for the purpose of 
rem oving inconsistencies such as those noted.

27 OTC' or prescription status was 28 Subseciuent to presentation, the FDA
determined by the designations given moved Chlor-Trimeton (4 milligrams) 
in Phvs’ciins’ Desk Reference (28th Edi- to nonprescription status, 
tion, 1974).
PAGE 8 FOOD DRUG COSMETIC LAW JOURNAL— JAN U A RY , 1976



Methadone and Controlled Substances
In  1972, the  C om m issioner of Food and D rugs prom ulgated  regu

lations lim iting  th e  d istribu tion  of m ethadone (a m ain tenance agen t 
used in the  trea tm en t of heroin add ic ts) to  approved m aintenance pro
grams, approved hospital pharmacies, and (only where hospital pharmacies 
are unavailable) to  selected com m unity  pharm acies. T he A m erican 
P harm aceu tical A ssociation challenged th is regu la tion .20 The District 
C ourt held th a t once the  F D A  had approved a new d ru g  application 
(N D A ) for the controlled substance, the  Justice  D epartm ent, not the  
F D A , had ju risd ic tion  to  determ ine perm issible d istribu tion .

In  approving  a N D A , th e  F D A  does have the au th o rity  to  lim it 
th e  d rug  to use under the  superv ision of a prescriber.29 30 The decision 
in the  m ethadone case could be in terp re ted  as a lim it of the  A gency’s 
au th o rity  over d istribu tion . In  o ther w ords, once the  F D A  has ca te
gorized a d rug  as O T C  or p rescrip tion , the  d rug  is e ither available 
for sale in all ou tle ts  or, in  the la tte r  cases, in all ou tle ts  licensed to 
dispense prescrip tion  m edication. W ith  regard  to a th ird  class of 
pharm acist-on ly  drugs, the m ethadone case is d istinguishable in th a t 
it dealt w ith a d ru g  sub ject to  controls by the D rug  E nforcem ent 
A gency (D E A ) and classified as prescription-only . I t is h igh ly  deb at
able w hether a positive basis exists for the  F D A  to lim it d istribu tion  
of a d rug  classified as safe and effective for self-m edication.

Section 352(f)(1 ) of th e  F ederal Food, D ru g  and Cosm etic Act 
declares a d rug  to  be m isbranded unless its labeling bears adequate 
d irections for use.31 One m ight suggest th a t a p roduct could be placed 
in th e  proposed th ird  class by considering, as one aspect of adequate 
d irections for use, use under the  superv ision of a com petently  trained 
health  professional, th a t is, a pharm acist.

T he curren t adm in istra tion  of the  F D A , how ever, has indicated 
th a t it w ould not favor a th ird  class of d rugs a t th is tim e. Com m is
sioner Schm idt has been quoted as say ing  he :
“. . . categorically rejects the establishment of a third class of drugs at this 
time . . . .  It would be inappropriate to restrict the sale of OTC drugs to phar
macies based on anything less than proof that a significant issue of safety was 
involved.”32

29 American Pharmaceutical Associa
tion ci al. v. Weinb"rger et al., 377 F.
Sunp, 824 (DC DofC 1974). See also
NS14 Journal of the American Pharma
ceutical Association 400 (1974).

30 See 21 U. S. C. 353(b)(1)(B ) and
(C).

31 21 U. S. C. 352(f)(1).
32 “FDA Firmly Rejects Concept of 

‘Third Class’ of D rues,” 170 American 
Druggist 29 (July 1, 197—).
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T hus, while such a classification m ay be legally possible, signifi
cant additional proof th a t th is w ould provide substan tia l additional 
p rotection  to  the public appears necessary.

As previously  noted ,33 once the  FD A  has approved for O TC  sale 
a substance which also is sub ject to  D E A  control, the D E A  has suc
cessfully restricted these drugs to pharmacist-only sale. T his w as th e  case 
w ith  the  cough syrups w hich contain codeine.

State Regulation
I t  is well recognized th a t w here the  federal governm ent has prop

erly  assum ed control over a m atter, a s ta te  governm ent (w ith  some 
lim itations) m ay m ore s tric tly  control th a t m atter. T he sta tes, how 
ever, m ay no t ab rogate  the federal control th rough  legislation which 
provides less s tric t control.

T hus, in s ta tes  in which an app ropria te  agency has the legislative 
au tho rization , a p roduct which the  F D A  has approved for O T C  sale 
could be restric ted  to sale by a pharm acist. In  th is way, som e sta tes 
m ay create a th ird  class of d rugs w ith in the state.

T he sam e cannot be said for the  fourth  class of d rugs (those 
orig inally  requ iring  a prescrip tion , bu t refillable at the  option of the 
pharm acist for a reasonable tim e). In  th is situation , federal law s re 
qu iring  specific refill au tho rization  are dom inant. T hus, w ithou t m odi
fications in federal law, the fourth class of drugs would be limited to those 
which, under federal law, are classified as O T C  but which, through an 
appropriate state law, have been limited to fourth class status.

Summary
To provide b e tte r pa tien t care and to  increase th e ir con tribu tion  

to health  services, m any pharm acists and th e ir professional o rgan iza
tions are seeking a reclassification of d rug  products. T he curren t fed
eral classifications contain several obvious inconsistencies.

The reclassification goals of pharm acy are hindered by am biguous 
in terp re ta tion  of cu rren t federal law  and, m ore significantly, by the 
failure of pharm acy  to p resen t an uncon trovertib le  case for the  public 
health  benefit of reclassification.

A lim ited th ird  class of drugs has been established by the  D E A  
and could be estab lished in some states. W ith o u t changes in existing  
federal legislation, a fourth  class of d rugs w ould be lim ited to addi
tional state controls over products approved for OTC sale by the FDA.

(The End]
33 Supra note 12.
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Current Topics in Canadian Drug 
Regulatory Affairs

By JAN APSE

Dr. Apse Is Chief of the Drug Regulatory Affairs Divis'on of the 
Drugs Directorate of the Health Protection Branch in the Depart
ment of National Health and Welfare of Canada.
This Paper Was Presented at the Annual Meeting of the Food,
Drug and Cosmetic Law Committee of the Corporation, Banking 
and Business Law Section of the American Bar Association, which 
was held in Montreal, Canada on August 13, 1975.

W H E N  I F IR S T  S T A R T E D  in th is  position in t ie D rugs D i
rectorate , I th o u g h t the  developm ent and co-ordination of regu
la to ry  policy and regulations w ould be a sim ple and perfuncto ry  task. 

E xperience has tau g h t me otherw ise. I know  now th a t policy design 
and execution is and undoub ted ly  will be a high ly con troversia l m at
te r  for the  foreseeable future. T he bridge connecting  the scientific 
data, the  final policy and the regula tion  ensh rin ing  th a t policy is dif
ficult to  achieve. Scientific facts often  are not clearly established, scien
tis ts  m ay disagree and consensus on acceptable risks or degree of 
safe ty  m ay be absent. H ow ever, th e  public p ressure for a rapid reso lu
tion is enorm ous.

In this presentation, I will briefly decribe regu la to ry  m atte rs  of 
cu rren t concern, considering proposed new drug , p rop rie ta ry  m edicine 
and cosm et'c regu la tions and dw elling briefly on the problem s of label
ling  in a b ilingual coun try  of 22 million.

Proposed Changes to New Drug Regulations
E x is tin g  new d rug  regulations, which are contained in the Food 

and  D ru g  R egulations, require a notice of com pliance for a new drug  
before a person m ay sell or advertise  the  drug. H ow ever, an exem p
tion  is m ade for a m anufac tu rer w ho w ishes to  conduct certain  investi
gations of the  new  drug. U pon sa tisfac to ry  com pletion of certain  
regu la to ry  requirem ents, th e  m anu fac tu rer m ay sell a new  d rug  to  
investigato rs qualified to use th a t drug.
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In  actual practice, it is possible to  identify  tw o stages in th e  
clinical developm ent of a new d ru g : clinical pharm acology studies and 
therapeutic trials. By way of explanation, a clinical pharm acology study  is 
basically an exam ination of the  pharm acology of a d rug  m easured in 
man. In  the  proposed regulations, it is defined as follow s:

“ ‘Clinical pharmacology studies’ means a test in humans, of a new drug, 
carried out by a clinical pharmacology investigator in an institution having spe
cial facilities for the study of new drugs, and includes studies on the route of 
administration, pharmacological and toxicological actions and initial studies in 
disease states.”

Therapeutic trials, on the other hand, fall into quite a different cate
gory. The purpose of these is to determine the conditions of therapeutic 
use of the new drug. T he d ru g  is pu t in a su itable form ulation  and, 
under carefully  defined conditions, is given to  groups of pa tien ts  w ith 
illnesses for which th e  new d rug  m ight prove of value. In  th is case, 
the in vestiga to r best qualified for the  th e rap eu tic  tria l m ay be a physi
cian w ith  a good know ledge of the clinical specialty  involved. The 
proposed regu lations will contain a definition of th erap eu tic  tria l to 
the  follow ing effect :

“ ‘therapeutic trial’ means the testing in humans of a new drug by clinical 
investigators to determine its efficacy for a proposed use and its safety under 
the proposed conditions of use.”

As a m a tte r  of actual practice, the p resen t regu la tions have been 
in terp reted  and adm inistered  in such a w ay th a t the  am endm ent of the 
new d ru g  regulations will, in effect, form alize the  principle of clinical 
pharm acology stud ies and therapeu tic  trials.

Development of New Drugs
The in form ation required  from  the  m anufac tu rer in order to  per

m it th e  continuation  of the developm ent of a new  d ru g  will be set out 
in som ew hat g rea te r detail than  in the  p resen t regulations.

U nder the proposed regulations, a m anufacturer will be required 
to  satisfy  the  H ea lth  P ro tection  B ranch (H P B ) th a t all the  conditions 
necessary to  conduct the  stu dy  or the  tria l are such th a t they  m ay go 
on w ith ou t undue foreseeable risk to  hum ans. F rom  a technical point 
of view, the presen t regula tions are som ew hat vague in th is regard.

W ith o u t go ing into g rea t detail, perm it me to  dwell on the sub
jec t of “product m onograph .” T he proposed regulations contain a 
ra th e r detailed definition but, generally , it is defined as a docum ent 
devoid of prom otional m aterial describ ing properties, claim s, indica
tions, and conditions of use of the  d rug  required  to  provide adequate
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directions for safe and effective use of th e  drug. Before th e  issuance 
of a so-called “sales certificate," the  D irec to r m ust be satisfied th a t a 
num ber of conditions have been m et, including the  developm ent of a 
sa tisfac to ry  product m onograph. T he m onograph m ust accom pany the 
sales certificate of th e  drug.

Product Monograph
T he new regu lations provide th a t H P B  m ay require the m anu

fac tu rer to  provide every p rac titio ner w ith a copy of the  product 
m onograph before advertising  or selling the  d rug  to  th e  practitioner. 
T his w ould m ean th a t, in circum stances determ ined by H P B , a copy 
must be supplied to every physician before the drug is advertised or sold.

O ur presen t regula tions app ly  to new drugs for hum ans and an i
mals. O ur proposed regu lations will separate  the new d rug  regulations 
into drugs for use in hum ans and drugs for use in anim als. This, I 
hope, will be a forerunner of a complete separate set of veterinary drug 
regulations. W e will require m uch the  sam e data  w ith som e im portan t 
differences. Instead  of clinical pharm acology studies, we will have 
an “experim ental studies section .” This, and o ther sections, will con
tain  regu la to ry  requirem ents which address them selves to  the  drug  
residue problem . F o r exam ple, a th erap eu tic  certificate will be issued 
only if the proposed therapeu tic  trial can be conducted w ithou t undue 
foreseeable risk to humans or animals or contamination of the environment.

In  sum m ary , our new drug  regu la tions are in the  process of revi
sion to  the follow ing e x te n t :

(1 ) Separate new drug regulations for drugs for use in humans
and drugs for use in anim als.

(2) E xpress provision for clinical pharm acology tria ls  and
therapeu tic  trials.

(3) In trod uc tion  of the product m onograph concept.
W e will, before the  end of the  year, I hope, provide industry  w ith 

drafts of the  regu la tions for com m ent. W ith  any luck, th ey  will be 
law  by th is tim e nex t year.

Cosmetics Regulations
P erm it me now to tu rn  to cosm etics and cosm etics regulations. 

The C onsum er P ackag ing  and L abelling  A ct and R egulations apply 
to consum er products. D rugs, devices and all p roducts m anufactured  
for com m ercial or industria l en terp rises or in stitu tion s for use by such
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in stitu tio n s w ith ou t being sold by them  as prepackaged products to 
o th e r consum ers are exem pt from  th e  operation of th e  Act. In  such 
instances, the requirem ents for labelling  under th e  Food and  D ru g  
Act still apply. The Food and D rug  A ct continues to control all 
aspects of cosm etics involving health  considerations, as well as cos
m etics for com m ercial and in stitu tion al use.

O ur cosm etics regulations, p resen tly  consisting  of only four pages, 
will be revised to b ring  them  into line w ith the soon to  becom e effec
tive C onsum er P ackag ing  and L abelling  R egulations.

O ur p resen t concept of the revision of the  cosm etics regula tions 
involves b rin g in g  to g e th er into a self-contained un it all regu la tions 
applicable to cosm etics under the Food and D ru g  Act.

As I have a lready said, H P B  is charged w ith the responsibility  
over health  aspects of cosm etics. W ith  the ever increasing com plexity 
of p roducts and the  question  of safety, th ere  is a need to have adequate 
in form ation to  enable the B ranch to react quickly when new  hazards 
from ingred ien ts are identified and to place such problem s in a proper 
perspective. A dditionally , th ere  is a need for in form ation to  build 
scientific and w ell-reasoned regulations, should they be needed.

Notification System
In  o rder to  achieve th is  end, the  B ranch advised indu stry  by in 

form ation le tter, as is our custom , th a t we w ould be proceeding to  a 
system of notification for cosmetics whereby the industry w ould supply 
the B ranch w ith certain  inform ation.

W e see the  system  not as a clearance or approval m echanism , 
bu t as one prov id ing  inform ation. A fter due deliberation w ith indus
try , we have developed draft regu la tions re la ting  to  notification 
w hich require th e  subm ission of data includ ing :

(1) T he nam e and address of the  m anufactu rer as defined 
by our regulations.

(2) The name of the cosmetic. The function of this is the identifi
cation, w ithou t question, of the product th a t is being notified.

(3) T he function of the  cosmetic. T his is p rim arily  to as
sist th e  B ranch in un derstan d in g  the  na tu re  of the product in 
question. I t  re ’ates m ore to  the  m anu fac tu rers’ concept of it 
than  to  the  claims. If it becom es necessary to  review the  safety 
of the  product, it pu ts  in to perspective w hat m ight be considered 
norm al and in tended use.
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(4) Form ula. In d u s try  is concerned about subm itting  a de
ta iled  descrip tion abou t the  form ula of p roducts, particu larly  
because of the trad e  secrets aspect. A t th is tim e, it w ould appear 
th a t, in our role as health  pro tecto rs, th e  use of ranges of con
cen tra tion  of substances m ay be sufficient to  identify  any concern 
we m ay have about a particu la r substance.

Broad Regulatory Power
W e believe— and hope—th a t, in typical “ Canadian fashion,” we 

can overcom e the  difficulties inheren t in such a system  th rough  the 
wise use of our broad  regu la to ry  power.

T he P ro p rie ta ry  or P a ten t M edicine (P P M ) A ct was in troduced 
in 1908 to  pro tect the  public from the  hazards of nostrum s and cure- 
alls.

If I m ay be perm itted  to quote from a s ta tem en t m ade on the 
in troduction  of a bill to  repeal th e  A ct by the  H onorab le M arc 
Lalonde, the M inister of N ational H ea lth  and W elfare :

“Some of the most romantic and colourful aspects of the early days of 
patent medicines in this country were the names of the products themselves and 
the claims made for them. Our grandfathers and grandmothers guzzled, smeared 
or otherwise employed such exotic concoctions as Lydia Pinkham’s Compound; 
Green Mountain Vegetable Ointment for piles, sore throats and swelled breasts; 
No-To-Bac, ‘to be used faithfully by those who desired to free themselves from 
the bondage of the tobacco habit’; P ra tts’ Healing Ointment, for Man and 
Beast; Munyon Pills-ads for which trumpeted the advice of ‘Doctor yourself; 
there's a Munyon Pill for Every 111’; and last but not least. Dr. Pierce who 
offered $500 to women who could not be cured of female weakness by taking 
his medication. I suppose one might regretfully infer from the latter that in 
Dr. Pierce’s day, as in our own, ‘female’ and ‘weak’ tended to be synonymous 
all too often.”

The Act, the  repeal of which becom es effective Ju ly  1, 1976, has 
served the Canadian public well. I t is now  taken  to cover products 
in tended for the  relief of sym ptom s associated w ith m inor ailm ents 
such as headaches or indigestion. I t  is unique in th a t it perm itted  
m anufac tu rers to  avoid the lis tin g  of m edical or active ingredients. 
In  con trast, the  Food and D ru g  R egulations require such lis tin g  on 
both inner and ou te r labels.

Consumer-Oriented Society
In keeping w ith to d ay ’s m odern consum er-oriented society, it 

was felt th a t the  secrecy aspect w as ou tdated . H ow ever, the  Canadian 
governm ent recognizes th a t th ere  should be a class of p roducts th a t 
can be used, w ith ou t undue risk, by th e  general public for self-m edi
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cation. Such self-m edication has an im portan t place in the to ta l health 
care system  and serves to  ease the  p ressure  for services on health 
care professionals.

Because of the  im pending repeal of the A ct, a division for p rop rie
ta ry  m edicines w as created in the  regula tions under the Food and 
D rug  Act. As a resu lt, every p rop rie ta ry  m edicine will require a 
quan tita tive  lis tin g  on th e  label of all m edicinal ingredients.

T he new regulations contain provisions allow ing H P B  to adap t 
rapid ly  to th e  scientific and technological p rogress m ade in p h a r
m aceutics. T hey  perm it close sc ru tiny  of the p ro d u c t:

(1) on first reg istra tion  ;
(2) as th e  need arises du ring  the  valid reg istra tion  period 

of the p rop rie ta ry  m edicine ;
(3) as the  m anufactu rer subm its in form ation with respect 

to  any  change in the  product th a t m ight affect its innocuousness 
and its efficiency or m ight provide for a schedule of drugs th a t 
m ay not be contained in p rop rie ta ry  medicines.

Place of Sale
An im p ortan t elem ent in th e  regulation  of drugs is th e ir place 

of sale. T his has been trad itio na lly  controlled by the  provincial ph ar
m acy sta tu tes . In  the  past, p rop rie tary  m edicines under the P P M  
have been exem pt from  the  provincial requ irem ent th a t all drugs be 
sold in pharm acies. As one can im agine, a g rea t deal of close co
operation  is required  betw een th e  provincial and the  federal govern
m ent in order to  effect the sm ooth transitio n  of p rop rie ta ry  m edicines 
from the P P M  to th e  Food and D ru g  Act.

F inally , a reference to  a m a tte r which I am inform ed is uniquely 
Canadian. D ivision 9 of P a r t C of the  Food and D ru g  R egulations 
provides a kind of an inven tory  to  the  D rug s D irectorate  on drugs 
cu rren tly  on the m arket. T hese regula tions require every m anufac
tu re r  of a d rug  to  advise us p rio r to  first sale of a drug, upon w ith 
draw al of the d ru g  from the  m arket, and  w hen a change in form ula
tion, recom m ended dosage or use occurs. A dditionally , the  m anufac
turer must, once a year, furnish certain information to H PB  which indicates 
any  changes in the  data previously supplied. [T he E nd]
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The Role of Microbiology 
in the Integrity of Foods

By JOHN W . FARQUHAR

Mr. Farquhar Is Vice-President of Research and Technical Ser
vices of the American Frozen Food Institute.

IN S E P T E M B E R  of 1972, the Food and Drug A dm inistra tion  (F D A ) 
first proposed the  estab lishm ent of “ M icrobiological Q uality  S tan 
dards for F rozen C ream -T ype P ies and Food G rade G elatin .” T hese 

are  th e  first specific quality  stan dards for which there  are no standards 
of identity . T he developm ent and conten t of th is proposal and the  
subsequent finalization of th e  ru le-m aking  in 1973 have created the  
follow ing p ro b lem s:

(1) m isunderstand ings betw een th e  food in d u stry  sector and 
th e  F D A ;

(2) differences in in te rp re ta tion  a n d /o r  im plem entation  of 
micro standards versus micro guidelines among regulatory agencies;

(3) som e confusion am ong various in terna tional standards 
program s.

A hearing  has been requested  by in du stry  and th e  regula tion , a t  th is  
tim e, is stayed.

F rom  th e  standpo in t of the  frozen food industry , the  A m erican 
F rozen  Food In s titu te  (A F F I) , one of the principals in requesting  the 
hearing, w as com pletely d isoriented as to  a num ber of p rogram s which 
were ongoing joint FD A  and in d u stry  projects. A t th a t particular time, 
in du stry  w as w ork ing  jo in tly  w ith  the  A gency in developing criteria 
for the  F D A  H azard  A nalysis of C ritical Control P o in ts  (H A C C P ) 
th ro ug h  a series of T echnical Service B ulletins as well as p a rtic ip a t
ing in supervisor/inspector workshops. Secondly, and m ost im portan t, 
was th a t th e  A F F I  had signed w ith  th e  F D A  a form al m em orandum  
of agreem ent to  estab lish  a cooperative qu ality  assurance program
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w ith a com m odity group, nam ely, onion products. Both of these p ro j
ects w ere essentially  ou tcroppings of th e  recom m endations of th e  1971 
Food P ro tec tion  Conferences. H ow ever, th e  concept of these new er 
cooperative quality assurance programs were different from FD A  self- 
certification. Instead  of an agreem ent betw een the  A gency and a p a r
ticu lar com pany, the  cooperative quality  assurance program  w as to  be 
more extensive since it involved a number of companies. Thus, an entire 
industry quality control approach was standardized and /o r upgraded.

U p to  the tim e th a t the F D A  proposed to estab lish microbiological 
quality  stan dards a t the retail level, th e  in du stry  em phasis via the  
Food P ro tec tion  Conference recom m endation w as to  be on m icro
biological guidelines which w ere to be im plem ented th ro ug h  good 
m anufac tu ring  practices (G M P s) or an F D A  cooperative quality  as
surance program . T his program  w ould have identified the  various 
critical control po in ts and w ould have been m onitored by the  A gency’s 
field inspections (H A C C P ).

Initial Survey
In te res tin g ly  enough, the  in itial survey for the  frozen onion ring  

in du stry  had already begun. Sam ples w ere being collected from the  
processing p lan ts at various critical po in ts of the  production  as well 
as ju s t prio r to sh ipp ing  the  product. T he design of the  microbiological 
survey was much like the continuous sampling program operated jointly by 
the  U nited  K ingdom  A ssociation of Frozen Foods and the Camden 
Food P reservation  Research A ssociation. O ver the past ten years, 
many th ousands of sam ples of U nited  K ingdom  produced sauced vege
tab les and prepared m eat and fish products have been analyzed.

Ironically, the next product line that was to have been incorporated  
in th e  F D A -indu stry  quality  assurance program  series was frozen 
soft-filled bakery products (which include cream -type p ies), w ith cer
ta in  po ta to  products following. In retrospect, had the F D A ’s left hand 
know n w h at th e  righ t hand was doing, the  A gency could have had all 
the  data  it w anted . But at th a t point, the  m icrobiological quality  con
cept w as in troduced.

In  addition to  th e  prom ulgation  of m icrobiological stan dards on 
the  finished product a t the  retail level and the obvious de-em phasis of 
in -p lant com pliance was the introduction of a single number approach. 
T his also caused some confusion, pa rticu la rly  for those who w ere ac
tively developing the international microbiological guidelines.

I t  w as a w ell-know n fact th a t the  In te rna tion a l Commission on 
M icrobiological Specifications for Foods of the In terna tion al A ssocia
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tion  of M icrobiological S tudies (of which the  F D A  w as a p a rt)  was 
developing a recom m endation for th e  first tim e— an oppo rtun ity  to 
apply  a system  of in terna tional surveillance of foods th ro u g h  the use 
of stan dard  sam pling plans. T he Com m ission also w as going to  p ro
vide a ra tional basis for m icrobiological guidelines, w hich w ere to  be 
made more or less stringent as circumstances warranted. These specific 
recom m endations w ere earm arked, how ever, for m on ito ring  m icro
biological safe ty  ra th e r th an  quality . T hey  could be modified if neces
sary. A gain, it w as em phasized th a t con tro l of p rocessing and handling 
a t the source offers b e tte r consum er protection.

Two-Number Approach
T he In te rn a tio n a l Com m ission on M icrobiological Specifications 

for Foods recom m ended a tw o-num ber app roach: (1) a ta rg e t num ber 
to  designate com pliance; and (2) an upper control lim it ( la rg er num 
ber) to  suggest a definite question  as to  the  accep tability  of the  lot of 
product. The plan allow ed for deviation above the ta rg e t num ber but 
did not allow for any sam ple exceeding the  upper control lim it. T he 
concept was designed to handle, on a product-by-product basis, the  
extrem e varia tion  in th e  food as well as the  norm al variab ility  which 
occurs betw een th e  m ethod a n d /o r  analyst.

N evertheless, th e  w ord from  the  A gency w a s :
(1) the  F D A  has au th o rity  under the  law  to set quality  stan

dards ;
(2) m icrobial s ta tu s of a food is an a ttrib u te  of quality  and 

the F D A  has the  au th o rity  to  se t m icrobial s ta n d a rd s ;
(3) the  F D A  can pick up and evaluate foods from  p lan t to  

retail bu t is m ost in terested  in quality  a t the  retail level;
(4) th e  F D A  can only enforce one num ber (quality  standard) 

under law.
T hus, th e  line had been drawn.

T he in d u s try ’s position is basically  th a t opposition to the  s tan 
dards in no w ay indicates opposition to  sound m icrobiological controls 
in food production . To the  con trary , m ost, if not all, m anufactu rers 
use sophisticated  m icrobiological procedures to  elim inate not only 
th e  health  re la ted  pathogens, b u t also to  contro l the  non-health  related 
bac teria  w hich are the  sub ject of th e  proposed standard . B acterial 
te s ts  for the  la tte r  are used rou tine ly  as an indication of G M Ps in 
the  plants.
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Foods Processed on Open Lines
Frozen food m icrobiologists feel th a t frozen products can be 

divided into tw o classes, those  w hich are given a heat process be
fore freezing and those w hich are not. T his fact has an im portan t 
influence on bacterial counts. In  m any foods processed on open lines 
under norm al conditions, the  g rea t m ajo rity  of to ta l aerobes orig i
nates from  the surfaces of equipm ent. D espite frequent cleaning 
procedures, m inor foci of infection arise (som etim es in m achines, 
som etim es on belt surfaces) and sm all agg regates of bacteria  are 
dislodged, from  tim e to  tim e, into the product. T his mode of infec
tion m ay con tribu te  to  the fact th a t only in very  rare  exceptions are 
bacteria  d istribu ted  evenly th ro ug h  th e  bulk of m aterial on the  p ro
duction  line. A djacen t sam ples or even sam ples from a single frozen 
block frequently  show  w idely vary ing  counts. T hus, a single sam ple 
cannot be regarded  as rep resen ta tive  of the  production as a whole.

Included in the  class of p roducts which are heat trea ted  before 
freezing are vegetables, som e m eat p roducts and som e fish products. 
In  vegetables, th e  organism s presen t at the  tim e of freezing are al
m ost en tirely  confined to the  in itial infection from  the  equipm ent, 
a ir or personnel. T he tim e in terval is too sho rt and the tem p era tu re  
too low betw een post-blanch cooling and freezing for g row th  to  occur 
on the  product. I t  is, therefore, no t certain  th a t organoleptic quality  
losses occur even w hen the  counts approach th e  10° level.

I t  m ust be rem em bered, how ever, th a t the surfaces of equipm ent 
could be con tam inated  w ith  types of bacteria  which produce end 
products of an objectionable nature. C arried over in very  small 
quantities, these  could resu lt in off-flavors. A lthough the possibility  
cannot be ruled out th a t g row th on the  product m igh t take place due 
to accidental holdup of m aterial th ro ug h  p lan t breakdow n or m anual 
topping up of cartons with held-up vegetables, it can be said that, in gen
eral, th e  to ta l aerobic count from freshly produced vegetables p ro 
vides a d irect indication of the  cleanliness of the  line and personnel.

Pre-Cooked Meat and Fish
In  pre-cooked m eat and fish products, cooling is unavoidably 

less rapid  th an  in blanched vegetables. Also, m ix ing is required w ith 
som e m ade-up or com m inuted products. In  these  conditions, g row th 
m ay occur a fte r infection in the  post-cooking line and high counts 
could, in som e cases, affect th e  general quality . T he counts of to ta l 
aerobes for freshly frozen pre-cooked m eat and fish p roducts are, 
therefore, an indication of the  general process sanitation .
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In  products w hich receive no p relim inary  heat tre a tm en t or only 
a sligh t surface heating , such as raw  m eat, p o u ltry  and fish products, 
bacteria  on o r in the  m ateria l as it en ters the  factory  m ay form  a 
high proportion  of th e  flora. A gain, th is infection m ay be augm ented 
by contam ination  from  the  equipm ent and personnel or by grow th 
du ring  th e  process. T he to ta l aerobic coun t m ay, therefore, be an 
indication of the  quality  of the  raw  m ateria l as well as a m easure 
of process hygiene.

In  each of the  above types of production , th e  source of abnor
m ally high to ta l counts, w hen encountered  in rou tine  control, m ay 
be pinpoin ted  by sam pling  at various po in ts on th e  line. W ith  un
heated products, sam ples from  incom ing raw  m aterials m ay also re
quire investigation .

Temperature of the Sample
W hen evalua ting  counts from  sto red  products, w hether from  

factory  sto res or reta il cabinets, a know ledge of h is to ry  of th e  sam 
ple is a g rea t asset, if no t a necessity. D u rin g  sto rage at tem p era
tu res of —20°F  ( —29°C) or 0 °F  (—18°C), m any types of bacteria  
show  a reduction  of viable cells. W hen the tem p era tu re  of the  sam ple 
is raised, the  death ra te  increases, un til a t tem p era tu res in th e  region 
of 20°F  ( —7°C ), over 80 percen t of the organism s m ay die in a period 
of six m onths. T his fact w as illu stra ted  in the  work by M ichener 
et at. (1960) as well as o thers who found th a t fluctuations in tem pera
tu re  betw een 0 °F  and 20°F  d u rin g  sto rage exerted the  sam e effect 
as continuous sto rage at 20°F. I t  is apparen t, therefore, th a t long 
periods at th e  recom m ended tem pera tu res, to g e th er w ith  th e  slight 
rises in tem p era tu re  w hich are norm al du ring  tran sp o rt and retail 
cabinet life, can have a profound effect on the  flora. T he to ta l counts 
are reduced and, as some species show a g rea te r persistence th an  
o thers to  survive these conditions, the  bacterial spectrum  tends to  
change, w ith  th e  predom inan t species som etim es finally assum ing  a 
low er position in th e  o rder of count m agnitude.

H ow  th e  regu la to ry  agency  is go ing to identify  th e  p a rty  gu ilty  
of m ishandling  th ro u g h  the  d istribu tion  chain has never been ex
plained. I t  is not uncom m on to have as m any as six different parties 
hand ling  th e  sam e frozen product enrou te to  the consum er. T he 
curren t regu la tion  is aim ed d irectly  at the  m anufacturer. If the 
product fails to  m eet th e  standard , th e  m anufactu rer is the  one who 
m ust label it, “Below S tan dard  in Q uality— C ontains Excessive B ac
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te ria .” E ssentially , the  m anufactu rer is penalized if the  p roduct left 
the  p lan t in good condition b u t w as m ishandled by som eone else. 
O ddly enough, how ever, high counts a t tim e of processing can readily 
be reduced in s to rage  and d istribu tion  because of bacteria  die off. 
T his m eans the  whole concept of m icrobiological quality  standards 
will not hold up if applied th ro u g h o u t distribu tion .

W hile th ere  are legal questions at issue regard in g  the  proposed 
standard , I will sum  up only scientific issues here. T he po in ts of in
du stry  d isagreem ent a r e :

(1) C on trary  to F D A  assertions, there  is no d irect re la tion 
ship betw een norm al levels of bacteria  in food and the  “qu a lity” 
of such food.

(2) T he proper application of m icrobiological guidelines or 
G M Ps should be at the point of manufacture, not at the retail level.

(3) M icrobiological guidelines or G M Ps developed from re
tail sam ples are m eaningless to  the  m anufacturer. B acterial popu
lations in m ost non-sterile foods are not static. N orm ally, they 
will decrease or increase by the tim e they  reach retail, depend
ing on the  n a tu re  of the product, its m ethod of d istribu tion  and 
the tim e elapsed since th e  product w as m anufactured.

(4) M icrobiological stan dards applied at d istribu tion  and re
tail levels will p resen t an undue burden on re ta ilers and  d istribu
to rs  since they  have no w ay of determ in ing  w hether products 
delivered to  them  are in com pliance w ith the  standards.

(5) If regu la to ry  actions occur as a resu lt of such standards, 
consum er anx ie ty  about the  safe ty  of the food supply will u n 
doubtedly increase, even though  no question of safety is involved.

(6) T he need for m icrobiological quality  standards at the  
retail level and the  consum er benefit to  be derived therefrom  
have never been defined by the  FD A .

(7) T he regulation  requires th a t products which exceed the 
stan dards m ay be sold only if the label contains a bold w arn ing  
which re a d s :

B E L O W  S T A N D A R D  IN  Q U A L IT Y  
C O N T A IN S  E X C E S S IV E  B A C T E R IA

W e believe th a t m ost consum ers will to ta lly  m isconstrue th is  
s ta tem en t as a health  hazard  w arn ing  when, in fact, th ere  is no 
health  hazard  involved.
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(8) T he adoption of m icrobiological stan dards will alm ost 
certain ly  lead to  a significant increase in the cost of m any foods 
w ithou t any  com m ensurate benefit to  consum ers.

Request of Data
In  addition  to  considering th e  above points, one has to  question 

w hy d ry  food grade gelatin  and frozen cream -type pies were selected, 
given th e ir  excellent health  track  record. In  the  case of cream -type 
pies, su rvey  resu lts  published in a technical m agazine clearly  indi
ca te  th a t all of th e  m ajo r producers could, at the  tim e, m eet the 
proposed criteria. Incidentally , the  data  from th a t survey plus the 
additional supportive data, w hich set the criteria, were requested by 
indu stry  law yers. E ssentially , the track  record on th a t request w ent 
as follows:

On O ctober 16, 1974, industry? w rote the FD A  requesting  copies 
of the  s tu dy  and supportive data  which provided the  basis for the  
proposed estab lishm ent of m icrobiological s tan dards of quality . T his 
request w as m ade p u rsu an t to  th e  P ublic  In fo rm ation  A ct.1 T he 
m ateria ls sough t w ere described in the Federal Register,2 which re
ferred bo th  to  data  being actively accum ulated  by the A gency for 
the estab lishm ent of these proposed stan dards and to survey data  and 
o ther available in form ation including supportive studies by th e  FD A  
and o ther in terested  parties which pu rported ly  sub stan tia ted  the  pro
posed standards. A t page 20039, it s ta ted  th a t the  data  are on file 
w ith  th e  H earin g  Clerk and are available for review  A dditionally, 
ano ther Federal Register3 made fu rth er reference to da ta  and in for
m ation used by the  A gency to  se t the proposed quality  standards 
and sta ted  th a t additional in form ation w as being gathered.

In  response to  the  request of O ctober 16, 1974, in du stry  w as di
rected  to the  Office of th e  H earin g  Clerk at the  F D A ’s headquarters 
in Rockville, M aryland to  view  th e  referenced data. In  Rockville, 
only copies of objections and correspondence w ith respect to the  pro
posed stan dards and a copy of an article  reprin ted  from  Food Tech
nology,4 w ere m ade available. W e w ere inform ed by  the  H earin g  
Clerk th a t no o ther data  su p po rting  the  proposed stan dards w ere on 
file in th a t office.

3 5 U. S. C. 552, 45 CFR 5.1—5.85 
(1973).

2 37 F. R. 20038—20039 (Sept. 23, 
1972).

3 38 F. R. 20728—20729 (Aug. 2, 1973).

4 Leininger, H. V., Shelton, L. R. end 
Lewis, K. H., “Microbiology of Frozen 
Cream-Type Pies, Frozen Co~ked Peelet 
Shrimp, and Dry Food Grade Gelatin,” 
25 Food Techn dony Vol. 3.
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O n N ovem ber 21, 1974, indu stry  law yers visited th e  F D A  in 
W ash ing ton , D. C., p resen ting  in d u s try ’s dilem m a and re ite ra tin g  
the  request to  view and copy the  data referred  to in the  Federal Regis
ter as su p po rting  the  proposed m icrobiological standards. T he A gency 
sta ted  th a t it w ould a ttem p t to locate those da ta  and any  o ther data  or 
in form ation since gathered  in support of the m icrobiological standards. 
U pon locating  any  in form ation the  F D A  w ould allow in du stry  to  view 
and copy w hat w as deem ed necessary. F u rth erm ore , th e  A gency 
sta ted  th a t it w ould probably  take a few days to  locate the  data  and 
it w ould notify  in du stry  w hen it had done so.

Entire Survey
O n N ovem ber 22, 1974, in du stry  w as to ld  th a t the  aforem en

tioned magazine article constituted the entire “survey  and supporting  
d a ta” upon which th e  proposed m icrobiological s tan dards of quality  
were based.

I t  is ex trem ely  difficult to  believe th a t a federal agency such as 
the  F D A  is proceeding w ith  th e  proposed regu lation  of various food 
products on a theory  th a t m icrobiological levels are indicative of 
quality  and is re ly ing  for support solely on an article appearing  in 
Food Technology w ith  no app aren t verification data.

T herefore, in sum m ary , I wish to  offer an a lte rn a te  course of 
action th a t we, as part of the  affected industry , m ay pursue coopera
tively  w ith th e  F D A  and o ther in terested  parties for the  purpose 
of advancing the  developm ent and prom ulgation  of m icrobiological 
quality  stan dards for foods.

Alternate Course of Action
W e believe th a t th ere  are a  num ber of critical factors which 

m ust be thorough ly  considered in estab lish ing  m icrobiological gu ide
lines for foods. T hese  factors include such th in gs a s :

(1) in d u stry  capability  to  m eet the  stan dard  (G M P ) ;
(2) the  bacteriological profile du ring  the  process of d is tri

bu tion ;
(3) scientifically valid and sta tis tica lly  acceptable m ethods 

of sam pling  foods and assay ing  them  for th e ir  m icrobiological 
content.
F a ilu re  to consider these and other factors could lead to  un rea lis

tica lly  s trin g en t s tan dards w hich could resu lt in unnecessary  w aste  of 
wholesom e foods and increased costs to  consum ers.
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T herefore, we propose to  estab lish a s tan d in g  technical com m it
tee  m ade up of experts in food m icrobiology from  academ ia and in
dustry . T his com m ittee w ould be charged to  perform  the follow ing 
fu n c tio n s :

(1) identify  th e  foods m ost likely to  benefit from m icrobial 
s tan dards and th e  p rio rity  o rder for such stan dards ;

(2) identify  the  m icroorganism s for w hich stan dards should 
be estab lished for the  identified foods— nam ely, to ta l aerobic 
p late  count, coliform  organism s, staphylococci, etc. ;

(3) identify  the sam pling  plan, sam ple size and analytical 
m ethods to  be applied in determ in ing  the num erical s tan d ard (s )  
for m icroorganism s of concern;

(4) identify  m ethods for ob ta in in g  m icrobiological data  from  
all app ropria te  sources on the  level and type of organ ism s in the 
identified foods— nam ely, industria l data, F D A  data, academ ia 
data, e tc .;

(5) propose a m icrobiological quality  s tandard  for each of 
the identified foods a fte r app ropria te  th ou gh t has been given to  
all of the  considerations listed above.
W e feel it essential th a t there  be partic ipation  for appropria te  

D ep artm en t of A gricu ltu re  and F D A  represen ta tives in th e  delibera
tions of th is  com m ittee. W e hope th a t the  com m ittee, th ro ug h  the 
sh arin g  of data  from  industry , academ ia and governm ent, could func
tion  to provide a basis from  w hich regulations could be issued w ith 
input, cooperation and relevan t in form ation from  all affected parties.

FDA Position Paper
Since the  com m ittee will need som e bench m arks from  w hich 

th ey  begin th e ir  activ ity , we urge th a t an F D A  position paper be 
developed th a t w ould define m icrobial quality , the  regu la to ry  disposi
tion toward developing and promulgating standards, and som e indica
tion  of in tended  application. A gain, speak ing for A F F I , be tte r un der
s tan d in g  on these  sub jects could well lead to  w ithdraw al of ou r ob
jections to  S ub part A.

W e do no t in tend to re trac t ou r objections to  the  m icrobiologi
cal num erical value for frozen cream -type pies as issued under Sub
part B un til the  com m ittee described above m akes its recom m enda
tions relative to  these products. N or do we w aive righ ts  to  a hearing  
on th is subject should it be advisable from our point of view  to exer
cise th is righ t a t som e po in t in th e  future. [T he  E nd ]
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Review of the 1970 NAS GRAS 
Pilot Survey (Phase I) 

and the 1971 NAS 
Comprehensive Survey (Phase II)

By DEE M. GRAHAM, Ph.D.

Dr. Graham Is Assistant Director of Research of the Del Monte 
Corporation.

OP E R A T IN G  U N D E R  A P R E S ID E N T IA L  D IR E C T IV E , the  
U nited  S ta tes D ep artm ent of H ea lth , E ducation  and W elfare  in 
1969 began a re-evaluation  of th e  safe ty  of substances generally  recog

nized as safe (G R A S) for use in food. T he Food and D ru g  A d
m in istra tion  (F D A ) subsequently  requested  the N ational Academ y 
of Sciences (N A S ) to  develop and te s t a form at and survey procedure 
th a t could be used to  g a ther th e  in form ation required in perform ing  
th e  safe ty  re-evaluation . A special subcom m ittee, chaired by Dr. H e r
b e rt E. C arter and under the  general direction of the Food P ro tection  
C om m ittee, carried ou t th is  assignm ent. T he activ ity  of th is com m it
tee has come to  be know n as the  NAS P hase  I GRAS Survey.

Purpose
E arly  in its deliberations the  com m ittee arrived a t several p u r

poses for the  in itial su rvey :
(1) To develop estim ates of usage of GRAS substances in 

foods. T his required in form ation on specific uses and use levels 
w herever G RAS substances w ere used.

(2) To provide a basis for re-evaluating  the  GRAS s ta tu s  
of individual substances.
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(3) To provide da ta  on po ten tial individual in takes. T his was 
no t an a ttem p t to  arrive a t probable or even average daily in
takes but, ra ther, it was an a ttem p t to  m easure the  ex ten t of 
po ten tia l individual exposure of consum ers to GRAS substances.

(4) To provide a basis for subsequent toxicological evalua
tion  of safety.
I t  is very im p ortan t th a t these purposes be clearly understood for 

th ey  guided the  entire  design and developm ent of bo th  Phase I and 
P hase  II questionnaires. Inco rrec t in te rp re ta tion  of purpose no. 3, 
particu larly , has led, in som e cases, to overextension and incorrect 
usage of th e  P hase  I and P hase I I  data.

Plan
T he P hase  I N A S Survey C om m ittee recognized the enorm ity  

of its task at the outset. Among the several different a lte rna tives con
sidered w ere the  follow ing suggestions :

(1) Select a “m arket b ask e t” sam ple of rep resen ta tive  foods 
and analyze them  for con ten t of G RA S substances. T his a lte r
native was considered im practical because of its obvious cost, the 
wide num ber of choices of foods which w ould have to be analyzed, 
th e  logistics of collecting such foods for analyses, the  lim its on 
analytical capability  and th e  inheren t inaccuracies involved in 
se lecting  an  app ropria te  sam ple.

(2) Survey the  am ount of each additive produced and then 
allocate these to  per capita intake. T his approach w as considered 
unw orkable since m any G RAS substances have both food and 
non-food uses. Thus, in many cases, total production figures were 
no t m eaningful. M anufactu rers often w ere not certain  of the  
u ltim ate  use of th e  substances they  produced. In addition, there 
w as no sa tisfac to ry  w ay to  re la te  to ta l p roduction  to  food intake.

(3) Survey only the  users of G RA S substances, th a t is, food 
processors. T his approach provided no w ay of checking the  data 
against any realistic bench m ark of production . F urtherm ore , in 
m ost cases, safety data on food additives resided prim arily  in 
the  hands of the  additive m anu fac tu rer and th e  availab ility  of 
such data  becam e an increasingly  im p ortan t factor in the com
m ittee ’s opinion.

(4) S urvey both chem ical m anufac tu rers and food processors 
concurren tly . T his approach w as selected because it provided in
form ation on usage from  those w ho used G RA S substances—
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food processors— and it provided som e basis for ju d g in g  th e  
valid ity  of to ta l consum er exposure by re la tin g  calculated con
sum ption to  estim ates of p roduction  of G RA S substances. W hile  
th is  could not be done for all substances, th ere  w ere enough pos
sible s itua tions to  m ake th is  a m eaningful in terna l check on the 
survey procedure.

Design of the Survey
A first essential step  w as the  developm ent of a com plete list of 

G RA S substances. W hile  the  charge to  the  com m ittee w as to  survey 
the  GRAS list, th ere  was at th a t tim e no readily  available com plete 
list of GRAS substances. T he orig inal lis t published in 1960 had re
ceived both additions and deletions over a decade.1 E ach of these ad
ditions and deletions had been published app ropria te ly  in th e  Federal 
Register bu t w ere not assem bled in any one place. F u rth er, there 
w ere a num ber of p rio r sanctioned item s w hich had been cleared for 
individual processors on the basis of “prio r sanction le tte rs .” Be
cause of lim ited applications, in m ost cases, these  w ere never pub
lished in the  Federal Register. T he identity , p u rity  and proper nam es 
of m any GRAS substances also required resolution. P erhaps one of 
th e  m ajo r con tribu tions of the  P hase  I survey w as the developm ent 
of a single com plete list of G RA S substances.

In  a sim ilar w ay the  app ropria te  technical effects of GRAS sub
stances w ere defined. Since in tended technical effect w as the  prim ary 
basis for the approval of food additives, th is  sam e approach was used 
in organ iz ing  data for the  GRAS survey.

T he varie ty  of individual foods available in the  U nited S ta tes 
food system  is alm ost infinite. C lassification of individual foods into 
app ropria te  food categories w as considered an essential step in m ak
ing the survey ta sk  m anageable. T he  com m ittee even tually  selected 
28 food categories for th is  purpose.

Estimate of Consumer Exposure
To arrive at an estim ate of consum er exposure, som e estim ate 

of food consum ption w as required. A fter careful study, food con
sum ption data  from  the U nited  S ta tes D ep artm ent of A gricu ltu re  
1965 survey was considered the best available source of portion  sizes. 
H ow ever, it did not provide adequate in form ation on frequency of

: 21 CFR 121.101(d).
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eating. T he 1967 m enu census data  developed by the  M arketing  R e
search C orporation of A m erica w as selected for th is  purpose.

A n app ropria te  questionnaire, designed to  provide inform ation 
on annual usage of G RA S substances, the  specific foods in which 
G RA S substances w ere used, specific use levels and  ranges, additional 
data  on specifications, safety in form ation and effects of processing, 
w as developed. C om prehensive instructions explaining how to use the  
questionnaire w ere prepared. In view  of the  scope and the  varie ty  of 
bo th  the  m anufactu rers of chem ical additives and the  food processors 
who would be responding, explicit detailed instructions were necessary.

T he com m ittee was im pressed w ith the  extrem e sensitiv ity  of the 
kind of in form ation it w ould be requesting  in the questionnaire. There
fore, a system  of data  collection and coding w hich w ould ensure the 
confidentiality  of individual responses w as required. Such a system  
was developed through the offices of the N A S and functioned effectively.

Implementation of the Survey
T he P hase  I pilot survey was in tended prim arily  to  test the  w ork

ab ility  of the questionnaire and its instructions. Also, it w as planned 
to  gain som e idea of how m any firm s w ould need to  be surveyed. 
T he cooperation of th e  chem ical and food in du stry  to  th is  p ilo t survey 
w as extrem ely  gratify ing . W ith in  90 days a fte r the  questionnaires 
had been m ailed, 42 firms had responded w ith reports  on 282 indi
vidual substances. T he reports  generally  w ere very  com plete. T he 
critiques and telephone questions to  the A cadem y Office proved in 
valuable in correcting  the  m ajor procedural deficiencies in the  Phase 
I survey. T he P hase I survey report was subm itted  tc the  F D A  in 
D ecem ber 1970. E arly  in 1971, th e  N A S w as asked to  expand th e  pilot 
survey to a full-scale survey w hich has come to be know n as the  
P hase II  NAS GRAS Survey. T his task  w as undertaken  by a refo r
m ulated com m ittee, chaired by Dr. L. J. F ile r under the  general di
rection of the  Food P ro tec tion  Com m ittee. R ecipients of th e  P hase  II 
survey w ere selected to  provide as wide as possible coverage of the 
food in du stry  w ith in  th e  bounds of p racticability . R espondents were 
chosen w ith the  aid of m any m ajor trad e  associations w ith in  the food 
industry. In addition, the survey was announced in the Federal Register 
w hich invited any  in terested  respondent to  con tact the N A S if they  
did not receive a questionnaire and w ished to  have one.2 A gain re 
sponse to  the  full survey was ex trem ely  gratify ing . O f th e  750 ques

2 Vol. 36, No. 206 (Oct. 23, 1971).
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tionnaires m ailed out, 382 firms reported  on 479 substances for a to ta l 
of 5,449 reports  subm itted  w ith in the allow able tim e. A separate  NAS 
survey on in fan t form ula products and baby foods collected 304 re
ports. Compiled w ith  additional surveys conducted by the  F lavor & 
E x trac t M anufactu rers A ssociation, the  C hew ing Gum M anufacturers 
A ssociation and th e  candy industry , a to ta l of 24,184 reports  were re
ceived and processed. C om pilation of these data proved to  be a m ajo r 
task. O ne criticism  which the  NAS com m ittee received a t the com 
pletion of the  survey  was th a t a copy of the  final report w as not p ro 
vided to  each respondent. I th ink  I can answ er th a t question m ost 
effectively by po in ting  ou t th a t the  tw o com plete copies of the 
final report w eighed approxim ately  50 pounds w hen delivered to the 
FD A . S ubsequently , sum m aries of app ro p ria te  tab les of data  w ere 
com piled in reduced type size and m ade available th ro ug h  the  N a
tional Technical In fo rm ation  Service (N T IS ). T he N T IS  docum ent 
is available to  any  in terested  party  who w ishes to  purchase it.3

Evaluation of the Phase I and Phase II Surveys
The weaknesses of the Phase I and Phase II  surveys quickly became 

apparen t. T he data  did no t provide good estim ates of average daily 
in takes of individual additives. T his specifically w as not one of its 
orig inal purposes. A m ore critical w eakness related  to  the  lack of 
precision in developing the  m ajor food categories. T he categories 
w ere en tirely  too broad and gave an exaggerated  idea of the usage of 
G RA S substances in som e areas. T his is tru e  particu larly  w hen an 
a ttem p t is m ade to use data  from the  P hase  I and P hase II  surveys 
for estim ating  average daily in takes. T he very  broad food categories 
assum ed th e  usage of an individual add itive in every food w ith in  
the category. Even though  th is m ight be the  case, it is obvious th a t 
no individual w ould ever consum e every food w ith in a food category  
w ith in  one day or even w ith in  one year. T hus, w hile the  Phase I and 
P hase II data  provided a basis on w hich to judge po ten tia l consum er 
exposure, the bias for in takes on the high side lim its the usefulness 
of the data. On the  o ther hand, any substance judged  safe in subse
quent safe ty  evaluations based on data  from the P hase I and Phase IT 
surveys w ould necessarily  enjoy a substan tia l m argin of safety.

T he stren g th s  of the  P hase I and P hase II  surveys included the  
com pilation of a  com plete G RAS list and a b e tte r  un d erstan d in g  of 
the  im portance of frequency of use of individual foods. Tt also pro-

3 Xo. PB-221939 (Feb. 1973). ~
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vided enough perspective on po ten tia l individual exposure to  prove 
th a t reasonable estim ates of in takes can be obtained.

T he data em phasized to  me the  extrem e im portance of consum ing 
a balanced diet from a large varie ty  of foods. Certainly, restric tion  of 
in take of foods to  a sm aller num ber of food choices increases the  ex
posure to individual GRAS substances, as well as posing the  obvious 
risk  of nu tritional inadequacy.

Another m ajor contribution from the GRAS surveys, in my opinion, 
resides w ith in th e  in du stry  itself. Com pletion of the  laborious task  
re lated  to  th is  survey required the  developm ent of in form ation sys
tem s w ith in the  partic ipa tin g  com panies show ing clearly the  loca
tion and use of add itives th ro u g h o u t the  food industry . T his in itself 
does m uch to assure our confidence in the  safety of the  A m erican 
food system . [The End]

FD&C RED NO. 2 SHOWN TO BE CARCINOGENIC IN 
FDA STUDY

The carcinogenicity of the color additive FD&C Red No. 2 has for 
the first time been clearly demonstrated, according to Dr. D. W. Gaylor 
of the Food and Drug Administration’s (FD A ’s) Toxicological Advisory 
Committee. Dr. Gaylor reached this conclusion from a biostatistical 
analysis he completed on data from the most recent FDA study of the 
color additive. The biological assumptions upon which Dr. Gaylor’s 
analysis is based are presently being evaluated by FDA, members of the 
Toxicological Advisory Committee, and a consultant from the National 
Cancer Institute. Two additional analyses will be completed as part of 
the Toxicological Advisory Committee’s review of the FDA study.

CCH F ood Drug Cosmetic L aw R eporter, 41,543
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Bioequivalence/Bioavailability 
The FDA’s Plans

By ROBERT L. SPENCER

Mr. Spencer Is Chief of the Precedent Regulations and Legis
lative Activities Branch of the Bureau of Drugs in the Food 
and Drug Administration.

IN T H E  FED ERAL R E G IST E R  O F  JU N E  20, 1975, the  Food and 
D rug Administration (F D A ) proposed regu lations regard ing  b io

availab ility  and bioequivalence. A review  of the m ore than  80 com 
m ents subm itted  in response to  the  proposed regulations indicates 
th a t, in sp ite of the  som ew hat leng thy  pream bles, the  in ten t of the  
proposals and the  F D A ’s plans to  handle b ioavailab ility /b ioequiva- 
lence problem s are not com pletely understood. Therefore, I would 
like to take th is  tim e to resta te  the  in ten t of the  proposed regulations 
and to  reflect on a few of the  com m ents subm itted  in response to  the 
proposals. In  addition , I will discuss the  F D A ’s plans regard ing  bio
availab ility  and bioequivalence.

T he Jun e  20th proposal con tains tw o separate  bu t nonetheless 
related  regulations. The first of these  proposes to  define th e  term  
“b ioavailab ility ,” to  establish acceptable m ethods for the conduct of 
in vivo b ioavailab ility  studies, and to  specify those in vivo b ioavail
ab ility  studies requ iring  subm ission of an investigational new drug  
(IN D ). T his proposal also requires th a t any new  d rug  application or 
supplem ental application which concerns a significant change in prod
uct form ulation and which is subm itted  after a specified date con
tain  e ither evidence of bioavailab ility  or inform ation to  perm it w aiver 
of th is  requirem ent. T he in ten t of th is  last requirem ent is to  estab lish 
basic data  w hereby form ulation  changes m ay be adequately  review ed 
to  assure th a t the  refo rm ulated  product is equ ivalent to  the orig inal
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product show n to  be safe and effective in clinical tria ls. W ith o u t such 
data, clinical evidence of safe ty  and effectiveness of the  reform ulated  
product m ay be needed.

T he second regulation  proposes to  define certain  te rm s re la ting  
to bioequivalence, to  estab lish criteria  to identify  d rug  products hav 
ing bioequivalence problem s, and to  estab lish procedures to  assure 
th a t, if a bioequivalence problem  is identified, each m anufactu rer 
m ark etin g  the  d rug  product ob tains data necessary to show  th a t its 
p roduct is bioequivalent. T his second proposed regulation  describes 
procedures only. I t does not, in itself, estab lish a requirem ent th a t a 
person m ust subm it evidence th a t his p roduct is bioequivalent.

Specified Standards
T he proposed regu lations do no t a ttem p t to  equate evidence of 

bioavailab ility  w ith  evidence of th erap eu tic  effectiveness. All d rug  
products are required  to  m eet specified s tan dards to  assure th a t  they  
have th e ir  pu rported  identity , s tren g th , quality  and purity . T rad i
tionally , these  stan dards have used physical and chem ical te sts  to  
characterize  a d ru g  product. H ow ever, w ith the developm ent of the  
sciences of b iopharm aceutics and pharm acokinetics, it is now possible 
to  characterize a d ru g  product m ore fully by  m easuring  its bioavail
ab ility  as well as its  physicial and chem ical characteristics. T he in
ten t of th e  proposed b iovailab ility /b ioequivalence regu la tions is to  
estab lish  m ethods and procedures for im plem enting th is  additional 
m eans of a ssu rin g  drug  product quality  and perform ance.

B ioavailab ility  and bioequivalence studies are in tended to estab 
lish in vivo perform ance. In  th e  case of bioequivalence studies, we 
in tend to  utilize, as the  reference m aterial, d rug  products th a t have 
been show n to be safe and effective in clinical tria ls. W e believe th a t 
bioequivalence studies are th e  m ost accurate  m ethods of show ing 
product com parab ility . F urth erm ore , we are not aw are of any  in
stance w here clinical or therapeu tic  differences have been dem on
stra ted  betw een products p roducing  com parable blood levels in vivo.

L et me now  tu rn  to  w hat we believe are som e of the  m ore signifi
cant com m ents th a t have been subm itted  in response to  the proposed 
regulations. B rief m ention of a  few of these com m ents is w arran ted  
in order to  clarify  the in ten t of th e  proposals and to  h igh ligh t the  
scientific issues involved.
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Legislative History
Several of these com m ents raise the  question of the  F D A ’s au

th o rity  to  issue bioequivalence requirem ents and argue th a t the in
te n t to  require evidence of bioavailab ility  and bioequivalence flies in 
the face of the  legislative h is to ry  th a t specified th a t the au th o rity  to 
require proof of safe ty  and effectiveness not include th e  issue of 
relative effectiveness. W e believe th a t such a narrow  in terp re ta tion  
of the  F ederal Food, D rug  and Cosm etic A ct subverts  the in ten t of 
C ongress to assure th a t m arketed  drugs m eet app ropria te  standards 
of quality , and are safe and effective. In  addition , it is our opinion 
th a t the  issue has no th ing  to  do w ith  the  concept of relative effec
tiveness. The A ct clearly  requires th a t every dosage form  of each 
d ru g  be form ulated  and m anufactured  in such a w ay as to  m eet ap
p ropria te  standards, and be safe and effective. F or som e d ru g  products, 
in addition  to  evidence th a t the  products m eet appropria te  physico
chem ical standards, a necessary  part of th is  assurance is evidence th a t 
each active ingred ien t is bioavailable to a uniform  and acceptable de
gree. I t  is difficult to  understand  how  an argum en t can be made 
th a t a scientific consideration of the  quality , safe ty  and effectiveness 
of a d rug  p rod uct need not include the  question of its bioavailability .

T here is no single provision of the F ederal Food, D ru g  and 
Cosm etic A ct w hich specifically ou tlines the  F D A ’s au th o rity  to  is
sue bioavailability and bioequivalence regulations. Rather, the A gency’s 
au th o rity  in th is area derives from several provisions of the  A ct— 
the new  d ru g  provisions, the au th o rity  to  develop antib io tic  regu la
tions, and the  d ru g  adu ltera tion  and m isbrand ing  provisions th a t can 
be im plem ented e ither on a case-by-case basis th rough  court actions 
or by  regulations for the  efficient enforcem ent of the A ct under Sec
tion 701(a). W e believe th a t, th ro ug h  use of the  au th o rity  cited, we 
can estab lish such bioavailab ility  and bioequivalence requirem ents as 
are necessary to assure that a drug product meets appropriate standards 
of quality  and is safe, effective and ne ither adu ltera ted  nor m isbranded.

In V itro  Tests
A num ber of com m ents expressed concern over the  use of an in 

vitro test, not correlated  w ith in vivo data, to  establish bioequivalence. 
W e believe th a t efforts should be m ade to develop in vitro tests that are 
valid pred ic to rs of bioequivalence. An in vitro bioequivalence standard 
th a t has been correlated  w ith in vivo, data will assure not only the bio
equivalence of different d ru g  products bu t also batch-to -batch  un i
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form ity  of the  sam e d rug  product. H ow ever, we believe th a t if an  in 
vitro bioequivalance standard does not exist, an interim solution is, w here 
practical, in vitro testing alone using a current method specified by the 
F D A  a n d /o r  a requirem ent for in vivo testing. W e believe that this 
interim requirement should be im posed only until an in vitro bioequival
ence stan dard  is available.

T he FD A  in tends to  use a cu rren t in vitro test (usually a dissolu
tion  te s t)  as an in terim  m easurem ent of bioequivalence only in selected 
cases w here findings suggest th a t a class of d rug products has a po ten
tial bioequivalence problem . T he in vitro test would serve to screen ou t 
“poor” products. I t  has been the  A gency’s experience th a t poor bio
availab ility  has been associated w ith  poor dissolution. W here  th e  FD A  
has perform ed both dissolu tion studies and blood level studies on th e  
sam e lo ts of different b rands of the  sam e d rug  product, substan tia l dif
ferences in disssolution rates w ere associated w ith substan tia l differences 
in blood levels. W e are no t aw are of any  instance w here products 
w ith  high dissolu tion ra tes w ere not also bioavailable.

Careful Dosage Control
A curren t in vitro test not correlated with in vivo data will not be 

used to estab lish  th e  bioequivalance of d rug  products w ith  a docu
m ented bioequivalence problem or if the products have a narrow  safety- 
tox ic ity  range necessita ting  careful dosage control and pa tien t m oni
to ring .

T he F D A  is developing a program  to obtain dissolu tion data  for 
approxim ately  40 m ultisource d rug  products listed in the proposed 
regulations as hav ing po ten tia l bioequivalence problem s. T hese  da ta  
will enable the  A gency to  determ ine the practicab ility  of using d is
solution te s tin g  as an in terim  bioequivalence requirem ent for these  
d ru g  products.

T he m ajo rity  of the  m ore significant com m ents concern ing the 
proposed bioavailab ility  regula tions addressed the  proposed guidelines 
for the  conduct of in vivo bioavailability studies. I t is app ropria te  to  
point ou t th a t these proposed guidelines are in tended to be ju s t th a t— 
guidelines. A protocol for the conduct of a bioavailab ility  study  must 
be tailo red  to the d rug  product to  be studied  and to  the scientific ques
tions to  be answ ered. H ow ever, ra th e r th an  sim ply requ iring  evidence 
of bioavailability and letting the manufacturer determ ine how  th e  bio- 
availab ility  studies are to  be conducted, the  F D A  decided to  provide 
some detailed suggestions as to  the  basic design of a bioavailab ilty
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study . T he  A gency also recom m ended, in  the proposed regulation, that 
th e  protocol for a b ioavailab ility  stu dy  be subm itted  for review  prior 
to  the  in itia tion  of th e  study. T he recom m endation w as m ade because 
th e  F D A  knew  it could not w rite  specific regula tions covering the 
types of protocols required for all b ioavailab ility  studies. T he A gency 
also w ished to  avoid the  conduct of an im proper study  and unneces
sa ry  hum an research.

Brand Name Products
T here  have been a num ber of questions raised regard in g  the  list 

of d rugs in the proposed bioequivalence regulations. Concerns have 
been voiced th a t som e pu rchasers of these drugs will lim it th e ir  selec
tion to  b rand  nam e products only. T he significance of the  list w as also 
th e  sub ject of a s ta tem en t by the  C om m issioner before Senator Nel
son’s Select C om m ittee on Sm all Business on N ovem ber 11, 1975.

T he list w as published to announce to th e  industry , to  the  scien
tific com m unity and to  the  public those  d rug  products th a t we believe, 
on th e  basis of cu rren t evidence, fall w ith in  th e  criteria set in our 
proposed regulations for requiring proof of bioequivalence.

W e felt it necessary for th e  industry , the  public and experts in 
b iopharm aceutics to  u n derstan d  th e  A gency’s view s in apply ing the 
criteria  for the  selection of p roducts p resen ting  real or po ten tial bio
equivalence problem s so th a t th ey  could b e tte r evaluate th e  criteria  
before com m enting on th e  regulations. W e also believed th a t it was 
im p ortan t to  inform  d rug  firms th a t th ey  should in itia te  efforts to  
stu dy  the bioequivalence of th e ir  p roducts on the list, if they  have not 
a lready  done so.

T he proposed list includes :
(1) all d ru g  products for which any positive evidence has 

ever been developed th a t a bio inequivalent p roduct has been pro
duced by one or m ore m anufac tu rers ; and

(2) all d rug  products th a t have, in ou r view, a po ten tial for 
bioinequivalence on the  basis of chem ical structure a n d /o r  physico
chem ical features.

Liberal Inclusion Policy
In  iden tify ing  d rug  products for inclusion on th e  list, we accepted 

each one if there  w as any question about its po ten tia l for bioinequiv
alence. Such a liberal inclusion policy w as adopted to  provide as
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m uch advance notice as possible to the d rug  in du stry  and the  scien
tific com m unity of th e  drug  products th a t th e  A gency w as considering 
covering by its bioequivalence regulations. I t  was our view that a more 
tim ely  solu tion  to any  problem s of bioequivalence w ould occur if we 
included, a t the  s ta rt, all d ru g  products w ith  any  po ten tial for bioin
equivalence th an  if we added d rug  products la te r in a piecemeal fashion.

Inclusion of the  d ru g  products w ith  po ten tia l problem s on th e  list 
in no w ay im plies th a t we have positive evidence of bioinequivalence 
among the various brands of these  d ru g  products cu rren tly  on the  
m arket. W h ere  specific exam ples of nonbioequivalen t p roducts are 
discovered, it is ou r policy to  take enforcem ent action on a case-by
case basis.

In  the public debate which has surrounded the bioequivalence issue 
d u ring  th e  past year, a sim ple fact has been all too often ignored. T his 
is th a t th e  F D A  has for a num ber of years required bioavailab ility  data 
on all antib io tics and on v irtu a lly  all of the  m ultisource drugs on the 
list published on Jun e  20, 1975. T his m eans th a t m anufactu rers w ho 
hold approved new  o r abbrev iated  new d rug  applications (N D A s) 
have, for the  m ost part, a lready  subm itted  bioavailab ility  data on th e ir  
p roducts to  the  A gency. T he m ajor exceptions are those cases where 
m ethodology for such te s tin g  is not available.

List of Manufacturers and Distributors
To those  charged w ith pu rch asin g  these d rug  products, we w ould 

recom m end a sim ple policy—th a t is, to  purchase these drugs from  
firms holding approved N D A s or abbrev iated  N D A s. To aid such p u r
chasers, th e  FD A  is making available a list of all firms that are au th o 
rized in an approved NDA, an abbreviated N D A or a supplemental ap
plication to  m anufacture  an d /o r  d is tribu te  th e  d rug  products listed  in 
th e  proposed bioequivalence regulations. T he list will include m anu
facturers, repackers and ow n-label d istribu tors. W e recognize th a t, 
un til b ioequivalence requirem ents are established, th is  list of m anu
factu rers and d istribu to rs  will have to  be updated  periodically  to  in 
clude new firms that obtain approval to distribute these drug products.

W e are in th e  process of p reparin g  the  final b ioavailab ility  and 
bioequivalence regulations. As is our practice, we are carefully review
ing each of th e  com m ents we have received regard in g  the  proposals, 
and these com m ents will be addressed in th e  pream bles to  the  final 
regulations. A lthough  there will be revisions of the regulations to  re 
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fleet these com m ents, we do no t an ticipate any m ajor changes in ap
proach or direction. T he  procedures for iden tify ing  bioequivalence 
problem s and for estab lish ing  bioequivalence requirem ents will be 
essentially  as set ou t in the  proposed regulations. B ioequivalence re
qu irem ents will be estab lished under the basic ru le-m aking procedures. 
T herefore, th e  public will have the  o p po rtun ity  to  com m ent on the 
d ru g  p roducts identified as hav ing bioequivalence problem s and on the 
kinds of studies needed to  assure the  bioequivalence of these products. 
W h ere  drug  products are listed  because they are a m em ber of a p a r
ticu la r chem ical class (for exam ple, su lfonam ides), we will endeavor 
to  deal w ith  them  on a class basis ra th e r th an  on an individual product 
basis. O ur highest p rio rity  is th e  estab lishm ent of bioequivalence re
qu irem ents for those drug  products used for the  trea tm en t of serious 
disease in w hich dosage control is critically  im portant.

The FDA’s Responsibility
L et me close by  reflecting on one of the  o ther com m ents th a t we 

have received regard ing  the  proposed regulations. T his com m ent stated 
th a t th e  proposed petition  procedures for estab lish ing  a bioequivalence 
requirement shift to manufacturers the FD A ’s responsib ility  for m oni
to rin g  the  safe ty  and effectiveness of their com petito rs’ products. This 
com m ent, in our opinion, w rongly  im plies th a t once the  regula tions 
are m ade final, th e  F D A  is go ing to  sit back and w ait for m anufac
tu re rs  to  subm it data  on th e ir com petito rs’ products. T his is not the  
case. T he F D A  will continue to  conduct studies to determ ine if bio
equivalence problem s exist w ith m ultip le  source d rug  products. T he 
F D A  itself will propose to estab lish  bioequivalence requirem ents for 
d ru g  products if th e  data  needed to estab lish such a requirem ent are 
know n to the  A gency. I t  would be naive to  believe th a t m any m anu
fac tu rers do no t rou tinely  test th e ir  com petito rs’ products. In  th e  past, 
m anufac tu rers have subm itted  data  to  the  F D A  show ing th a t th ere  
are  bioequivalence problem s w ith  th e ir com petito rs’ products. T he 
petition  procedure is not to  tran sfe r to  anyone the  F D A ’s responsi
b ility  to  assure  the  safety, effectiveness and quality  of d rug  products. 
T he purpose of th e  procedure is to provide an orderly  process for any  
person to subm it evidence of a bioequivalence problem  to the  F D A  
and to  assure th a t such evidence is scientifically valid and available for 
public scru tiny  and is not sim ply an a ttem p t to  m ake it ha rder for 
com petitors to  m arket th e ir  products. [The End]
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Bioequivalence/Bioavailability 
A Manufacturer’s View

By C. J. CAVALLITO, Ph.D.

Dr. Cavallito Is Executive Vice-President of Scientific Affairs of 
Ayerst Laboratories.

EX A M IN A T IO N  O F  IS S U E S  th a t have controversial im plications 
m ight best begin w ith a discussion of w hat is m ean t by certain  key 

w ords and expressions.
A definition of “bioavailab ility” th a t is consisten t w ith  general 

usage is th a t it is “a m easure of the  ra te  and ex ten t of absorp tion  of 
a drug from an administered dosage form , usually  estim ated  from  con
cen tra tion -tim e relationsh ips of the  d rug  or its m etabolites in the 
system ic circu la tion .” T he proposed rules of the  Food and D ru g  A d
m in istra tion  (F D A ), published on Ju n e  20, 1975,1 define bioavailab il
ity  as “ the ra te  and ex ten t to  w hich the  therapeutic moiety is absorbed 
from  a d rug  p rod uct and becom es available to  the  site of d rug  action, 
usually  as estim ated  by its concentrations in body fluids, ra te  of ex
cretion, or acute pharmacological effect.” T his w ould be m ore accep t
able with deletion of “to the site of drug action” since we do no t know  
the  qu an tita tive  relationsh ips betw een ra te  or ex ten t of absorp tion  and 
th a t of delivery or availab ility  of d rug  to  site of action. M ost bioavail
ab ility  questions re la te  to  orally  adm inistered  dosage form s.

Before defining “bioequivalence,” some other reference te rm s should 
be described. O ne of these is “chem ical equ ivalents.” T he Office of 
T echnology A ssessm ent (O T A ) D ru g  B ioequivalence R ep o rt2 defines 
these  as “d ru g  products th a t contain th e  sam e am ounts of th e  sam e 
therap eu tica lly  active ingred ien ts in the  sam e dosage form s and that 
meet present compendial, standards.” T h is definition m ay have served a

MO F. R. 26161 (1975). Drug Bioequiva'ence Study Panel. U. S.
2 Drug Bioequivalence. A Report cf Government Printing Office, Washington, 

the Office of Technology Assessment D. C. (1974).
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purpose in the  contex t of that report but, to a pharmaceutical chemist, 
it is unacceptable. Chemical equivalence relates to  conform ance w ith 
the  physical and chem ical specifications of a reference d rug  substance. 
Further, com pendial standards, of necessity, lag  in tim e behind the  
re levan t advances in technology and do not alw ays fully describe the  
chem ical com position or specifications of the  d ru g  substance, let alone 
th e  d rug  product. In  addition , th ey  tend to  be m inim al com m on de
nom inators for specification of a d rug  substance. I t is not unusual for 
m anufac tu rers to develop additional or m ore definitive specifications 
charac teriz ing  the  d rug  substance. N ot all drugs, of course, are in
cluded in the  com pendia.

Equivalents and Alternatives
Tw o o ther te rm s in troduced m ore recen tly  are “pharm aceutical 

equ iv alen ts” and “pharm aceu tical a lte rn a tiv es.” P harm aceutical equi
valen ts are defined by  th e  O T A  R ep o rt3 as “d ru g  products th a t con
ta in  th e  sam e am ounts of the  sam e th erapeu tically  active ingredients in 
the  sam e dosage form  and that meet standards to be established on the 
basis of the best available technology.” The FD A -proposed definition4 
is expanded w ith  reference to  conform ance w ith  com pendial or o ther 
applicable standards. P harm aceutical a lternatives are described by the 
F D A  as “ . . . d ru g  products th a t contain th e  identical therapeu tic  
m oiety (or its p recu rso r), bu t no t necessarily  in the  sam e am ount or 
dosage form , or as th e  sam e salt or e s te r.”5 T he expressions “ph ar
m aceutical equ ivalen ts” and “pharm aceu tical a lte rn a tiv es” are obfus
cating , if no t m isleading in im plications and have doubtful scientific 
need o r value.

N ow let us look at “b ioequivalen ts.” T he O T A  defines these  as 
“ chem ical equ ivalents w hich, w hen adm inistered  to  th e  sam e individ
uals in the  sam e dosage regim en, will resu lt in com parable b ioavail
ab ility .” T he w ord “ com parab le” reflects the  uncerta in ties th a t exist 
a t th is  tim e as to  th e  biom edical and therapeu tic  im plications of de
grees of deviation from  id en tity  or superim posab ility  of bioavailabil- 
ity  curves. The F D A  defines “bioequivalent d ru g  p rod uc ts” as “ . . . 
pharm aceu tical equ ivalents or pharm aceutical a lte rna tives whose rate 
and ex ten t of absorp tion  do not show  a sta tis tica lly  significant dif
ference w hen adm inistered  a t the  sam e m olar dose of the  th erap eu tic  
moiety under similar experimental conditions.”6 T he inclusion of phar- * *

3 See fo^t-ote 2. 5 See footnote 4.
* 40 F. R. 26165, 26168 (1975). 6 See footnote 4.
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maceutical equivalents and alternatives in a definition of bioequivalence 
m ay serve som e regu la to ry  ra th e r th an  scientific purpose.

In  V itro  Bioequivalence
A n expression in troduced  in the  Jun e  20, 1975 proposed regu la

tions is th a t of “in vitro bioequivalence” standards for d rug  products.7 
M ore th an  75 d rug  products were listed in a category requ iring  such 
standards. L eft to the  fu tu re  w as the  estab lishm ent of th e  stan dards 
and  a clarification of the incongruities of the expression.

T he u ltim ate  objective of o u r concern is th a t of a ssu rin g  clinical 
o r th erap eu tic  equivalence of pu rp orted ly  equivalent or interchangeable 
p roducts, be th ey  derived from  different m anufactu rers or the  sam e 
m anu fac tu rer at different tim es. A lthough  “clinical” and “therapeutic” 
often are used in terchangeably , “ clinical” is m ore w idely applicable 
since no t all d ru g  products are “th erap eu tic .” All o ther m easures of 
equivalence are abbrev iated  approxim ations of these. Therapeutic equi
valen ts are defined by  the O TA  as “chem ical equivalents which, w hen 
administered to the same individuals in the same dosage regim en, will 
provide essentially  the  sam e efficacy a n d /o r  to x ic ity .”8 T h is language 
is built on the O T A  reference to chemical equivalents as products rather 
th an  as d rug  substances. T herapeu tic  or clinical equivalence should 
re la te  to  product dosage form s, not to  d ru g  substances.

F rom  the  foregoing discussion, it appears th a t th e re  are m ore 
proposed categories of equivalences th an  are necessary, and th a t those 
we need could be m ore clearly  defined.

Use of Human Subjects
T here is general ag reem ent th a t th e  use of hum an sub jects in d rug  

te s tin g  should be kep t to  an essential m inim um , includ ing  use for 
evaluation of equivalence am ong  d rug  products. T here also is agree
m ent th a t th e  orig inal product m ust be show n to be safe and effective 
by adequate and well-controlled clinical studies. T he orig inal p roduct 
becom es th e  reference for subsequen t com parisons of equivalence. T he 
w ord “equ ivalen t” im plies som eth ing  less th an  identical. O pinions dif
fer as to  how  product equivalence assessed by less th an  therapeu tic  
experience is to  be approxim ated  and how m uch of a s ta tis tica lly  
significant dev iation from  a  reference is therapeu tica lly  significant for 
each product. T he answ er is th a t we usually  do not have an adequate 
correlative da ta  base from  w hich to  define acceptable lim its of devia

7 See footnote 4. 8 See footnote 2.
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tions. I t  is generally  accepted by pharm aceutical sc ien tists that chemi
cal a n d /o r  com pendial equivalence of d rug  substances is not adequate 
to  assure product equivalences. B ioequivalence as reflected by app ro
pria te  bioavailab ility  tests  perm its a closer approxim ation. H ow ever, 
one controlled bioavailab ility  te s t w ould not answ er questions such as 
the  following. H ow  m any lo ts of each m anu fac tu re r’s dosage form 
should be tested  to  detect lo t-to -lo t varia tion s?  A t w hat frequency 
should this testing be done? Does bioavailability of each m anufacturer’s 
dosage form  rem ain unchanged du ring  product shelf life? Do varia
tions in excipients influence a llergenic ity? Do taste  and odor differ
ences am ong products influence pa tien t com pliance in p ractice? The 
latter is an effect no t reflected in controlled bioavailab ility  test subjects.

I t  is no t alw ays possible to  assess b ioavailab ility  by the  am ount 
of d ru g  or m etabolites app earing  in the  circulation. A naly tical m eth 
odology m ay be inadequate. U rin ary  excretion profiles or m easure
m ent of an acute pharm acological response m ay be utilized. However, 
these are less desirable.

Bioavailability Tests
T he qualification “adequate  and well con tro lled’’ usually  prefaces 

reference to  acceptable th erap eu tic  trials for evidence of efficacy and 
safety. No less significant is th is qualification to bioavailab ility  tests  
used to assess bioequivalences. H ow ever, even best effort bioavailabil
ity  tests  m ay re ta in  uncerta in ties as to best design, th e ir  significance 
and circum stances of need. F o r exam ple : W ill resu lts  observed w ith 
norm al te s t sub jects be indicative of the  p ro d u c t’s bioavailability in 
pa tien t popu lations?  H ow  are resu lts  influenced by the  su b jec t’s sex, 
age, w eight, race, etc.? W h a t are the  effects of real life env ironm ental 
variables compared to controlled te s t env ironm en ts?  Are single or 
m ultip le dose adm in istra tions m ore m eaningful? Should a steady sta te  
be achieved before the  te s t dose is adm inistered? W hen  are cross
over or parallel studies appropria te?  W h a t are the  significances to 
equivalence of areas under the  curve, peak concentration  tim e and 
level, and ra te  of d rug  d isappearance? Do food and beverage in take 
variables am ong pa tien t populations influence bioavailab ility  differently 
am ong pu rported ly  equivalent p roducts?

I t w ould be m orally  unjustified and econom ically proh ib itive to 
satisfy  all questions of equivalence by reso rtin g  to a large varie ty  of 
b ioavailab ility  tests  and clinical tria ls. Ideally, if therapeu tic  perfo rm 
ance w ere correlated  w ith  bioavailability , w hich in tu rn  w as correlated
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w ith  in vitro laboratory tests , ou r problem s w ould be simplified. W e 
are a long w ay from  hav ing  such correlations. U nfo rtunate ly , merely 
expand ing th e  num ber of uncorre la ted  in vitro, studies is a dubious sub
stitute for bioavailability tests. A t this time, a bioavailability test may 
be m ore likely to  detect possible inequivalences am ong products th an  
to  assure equivalence of perform ance am ong a varie ty  of pa tien ts  un
der th e  variab le conditions in practice.

Multiple Source Products
I w ould like to  propose ano th er form  of equivalence, w hich if as

sured w ould provide m ore confidence in the  quality  of m ultip le  source 
p roducts on th e  m ark e t; nam ely, regu la to ry  equivalence.9

R eg u la to ry  equivalence am ong m ultip le source d rug  p roducts re
qu ires at least uniform  application of th e  requirem ents for a new  drug  
application (N D A ) or an abbrev iated  N D A , uniform  enforcement prac
tices, equ ivalent inspection surveillance and consisten t application of 
principles in regulations. (A n illustra tion  of an inconsisten t applica
tion  of principles m ay be draw n from  th e  Jun e  20 proposals which 
w ould require bioavailab ility  te s tin g  for any refo rm ulations of a new  
drug , including changes in dyes, flavors or p reservatives.10 However, 
for older drugs, the  regu la tions w ould be less strict. T h is ignores the  
fact th a t it is ju s t as likely for an inexperienced m anufactu rer to  p re
pare a poor dosage form  from  an old drug  as from  a new  one.) In  the  
past year, th e  existence of reg u la to ry  inequivalences has becom e much 
m ore w idely recognized, and is inconsisten t w ith F D A  assurances 
(such as those made before Senator Kennedy in 1974) of uniform quality 
of m arketed  products under a proposed M axim um  A llow able Cost 
(M A C ) program . T he inability  or reluctance of the  F D A  to rem edy 
regu la to ry  inequivalences can be read by com paring the  scope of th e  
in itial b ioavailab ility  proposals of Jan u ary  3, 197311 w ith the  conglom 
eration  of o ther issues in term ingled  w ith  the  June 20, 1975 proposals 
re la tin g  to bioavailabilitv .

Governments, of course, can arbitrarily dictate o r establish certain 
situations by fiat. T he old d rug  or new d rug  s ta tu s of a m arketed  
product or the requirem ent of a full N D A  as against an abbrev iated  
N D A  m ay be based on regu la to ry  expediency as m uch as on scientific 
and medical considerations. The justification  of a need for a bioequiv
alence showing via bioavailability tests and th e  design of such studies

9NS13 Journal of the American Phar- 10 40 F. R. 26160 11975).
macy Association 698 (1973). 11 38 F. R. 885—887 (1973).
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also can be rationalized to accom m odate tem poral ob jectives of gov
ernm ent. H ow ever, tim e and experience can dispel illusions, includ
ing th e  one th a t m ultip le source products can safely be considered to  
be equivalent un til proven to  be different.

Appropriate and Adequate Evaluations
D oes a p a rticu la r segm ent of the pharm aceutical in du stry  have a 

un iqueness in its to ta l p roduct quality  th a t o thers could no t m atch? 
O f course not. If an organ ization  is w illing  to  com m it the  resources 
necessary to provide the  qualified personnel and facilities and to  con
duct app ropria te  and adequate evaluations and contro ls of its  products, 
it should be able to  m eet th e  requirem ents th a t add up to  therapeu tic  
equivalence—or even superiority . No m anufac tu rer can achieve p er
fection in to ta l p roduct quality , but, until every m anu fac tu re r’s best 
effort is equal, m ultip le source products are unlikely to  be consistently 
equivalent in perform ance. A lthough  the  F D A  cannot assure th a t 
every m anu fac tu re r’s quality  is equivalent, the  A gency should assure, 
th ro ug h  th e  exercise of regu la to ry  equivalence, at least a m inim um  
com m on denominator of cu rren t good practices.

A ttem pts to achieve and dem onstra te  consisten t therapeu tic  equi
valence am ong m ultip le source products will exact a high price. P ro 
posed program s, such as MAC, pro ject savings based on selected p re
sent prices w ith the assum ption th a t regu la to ry  equivalence exists and 
bioequivalences can be assured with little impact on price differentials. The 
economic impact of a MAC program has not been documented adequately.

Seven years ago today, I gave a ta lk  before an indu stry  group on 
the  then em erg ing  controversial sub ject of therapeutic  equivalence.12 
By 1968, th e  A cadem y of Pharm aceutical Sciences had already taken  
a position on the m ultip le source d rug  product quality  issue (also 
adopted  in 1969 by the  A m erican P harm aceutical A ssocia tion ).13 T ha t 
sam e year, the  D ep artm en t of H ealth , E ducation  and W elfare T ask  
Force on P rescrip tion  D rugs s ta ted  “th a t lack of clinical equivalency 
am ong chem ical equ ivalents m eeting  all official s tan dards has been 
grossly  exaggerated  as a m ajo r hazard to  th e  public hea lth .”14 T he 
w ord “m ajo r” involves a value judgm en t and provides a basis for per-

12 91 Journal of the National Associa
tion of Retail Druggists 29—34 (1969).

12 “Drug Product Quality,” Academy of 
Pharmaceutical Sciences and American 
Pharmai-putical Association, Washington, 
D. C. (1969).

14 Task Force on Prescription Drugs. 
Second Interim Report and Recommen
dations, Aug. 30, 1968, p. 72. Office of the 
Secretary, U. S. Derartment of Health, 
Education and Welfare, W ashington, D. C.
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petual in terp re tive  accom m odation. O n Jun e  20, 1975, the  F D A  pub
lished a list of m ore th an  60 drugs, for w hose dosage form s an in vivo 
bioequivalence requirem ent w as proposed. A lthough  the  basis for 
selections and exclusions w as no t described, it m ay be a sign th a t we 
are com ing closer to  a recognition  th a t a question ignored is no t a 
question  answ ered.

Conclusion
In conclusion, bioavailability evaluations have evolved as approxima

tions of bioequivalence, w hich in tu rn  are suggestive of th erap eu tic  
equivalence am ong m ultip le source products. T he m ost app ro pria te  
design of a bioavailab ility  stu dy  and th e  circum stances and frequency 
of its  need to  m onitor equivalence are m a tte rs  still under exam ination . 
T here rem ain elem ents of to ta l p roduct quality  incorporated  in the  
course of th e  developm ent, m anufacture  and control of each m anufac
tu re r ’s p roduct, and delivered w ith  a degree of consistency th a t is 
variably unique for each product and each m anufacturer. T hese ele
m ents cannot be m easured by an occasional bioavailab ility  test. W e 
are  sim ilarly  d is tan t from  hav ing correlations of bioequivalences w ith  
sim pler in vitro assessments among m ultip le source products. W h en  a 
specific p roduct th a t has an estab lished record of perform ance is sub
s titu ted  for one of a different source, th ere  m ay be differences in price 
and quality . H ow ever, one cannot place a value on these  trade-offs in 
the  absence of equ ivalent experience. [T he  E n d ]

EFFECTIVE DATE OF CANNED FRUIT LABELING REGU
LATIONS EXTENDED

In response to requests from the canned fruit industry for additional 
time to deplete its existing label inventories, the Food and Drug Admin
istration (FDA) has extended the effective date of amendments to a 
number of canned fruit standards of identity. The FDA stated that, due 
to problems in obtaining supplies, a number of manufacturers have ap
parently been led to maintain larger than norma! packaging inventories. 
The extension, which postpones the effective date of the amendments 
from January 1, 1976 until January 1, 1978, applies to the canned fruit 
labeling requirements for peaches, apricots, prunes, pears, seedless grapes, 
cherries, berries, fruit cocktail, plums and figs.

CCH F ood D rug Cosmetic L aw R eporter, U 41,542
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Bioequivalence/Bioavailability— 
The Basic Legal 

and Philosophical Issues
By STUART J. LAND

Mr. Land Is a Member of the Law Firm of Arnold and Porter.

FROM A L A W Y E R ’S S T A N D P O IN T , the proposed bioequivalence 
and  bioavailab ility  regula tions raise a num ber of legal issues, both 

procedural and substan tive. B u t T believe it w ould be m ost fruitful 
to  focus on a central question  encom passed by the proposals. T his 
concerns the  basic valid ity  of the  regu la to ry  approach w hich the  Food 
and D rug  A dm in istra tion  (F D A ) is tak in g  w ith respect to  the m ark e t
ing  of p rescrip tion  drugs now on the m arket w hich had been th e  sub
jec t of the  D rug  Efficacy S tudy  Im plem entation  (D E S I)  program . 
C onsideration of th is  approach is im portan t no t only w ith respect to 
D E S I drugs, bu t also because th e  A gency, in the  future, m ay try  to 
follow the  sam e course w ith m any post-1962 new  drugs in th e  future.

T he proposed regu lations on bioequivalence and bioavailab ility  
are  in tegral p a rts  of the A gency’s overall regu la to ry  m echanism  for 
these drugs, set forth in the  extensive tex ts, p refa to ry  com m ents and 
proposed regulations published in the  Federal Register on June 20, 1975. 
In my view, the key to the regulator}' schem e set forth in the  publica
tion— and the  perspective from which the  proposed bioavailab ility  and 
bioequivalence regula tions m ust be exam ined— is contained in Section 
310.7 of the proposed regulations. T his provides for “the  conditions 
for m ark etin g  a hum an prescrip tion  d ru g  p ro d u c t” w hich had come 
under D E S I review. In th is provision, the  A gency declares th a t, in 
effect, d rugs which have undergone D E S I review  m ay be m arketed  
w ith ou t a subm ission or approval of any kind of new d ru g  application 
(N D A ) unless the  F D A  has specifically designated the  d rug  as one
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for which e ither a full N D A  or in vitro o r in vivo data is necessary. 
T hus, if these regula tions becom e effective, the  A gency, in one fell 
swoop, will have estab lished a d rug  regu la to ry  system  under w hich, 
except for the 190 or so d rugs identified as sub jec t to  such testing , 
D E S I drugs can be m arketed  by any m anufactu rer w ithou t ob ta in ing  
F D A  approval of a N D A  of any kind.

DESI Programs
In  his recent testim ony before S enator N elson’s Senate Monopoly 

Subcom m ittee concerning the  b ioequivalence/b ioavailab ility  regu la
tions on N ovem ber 11, 1975, Com m issioner Schm idt s ta ted  th a t d rugs 
cleared under the  D E S I p rogram s and not am ong those listed as re 
qu iring  subm ission of N D A s can be law fully m arketed w ithou t ap 
proved N D A s because “th ey  m eet the  tes t of general recognition  of 
safe ty  and effectiveness.”

It is im p ortan t to  note th a t under th is  approach the A gency’s long- 
heralded prescrip tion  d ru g  m onograph system  is of no real significance^ 
I ts  pendency will not affect the  legal s ta tu s  of the  m arketing  of non- 
listed d rugs w ith ou t an approved N D A  since these will now  be re 
garded  as “old” drugs. T his reg u la to ry  approach is in sharp con trast 
to the  A gency’s over-the-coun ter (O T C ) ru le-m aking proceedings. In  
th a t instance, the  F D A  took the position th a t an O T C  product remains 
a “new  d ru g ” unless it falls w ith in the  confines of final m onographs 
estab lish ing  conditions for m ark etin g  various therapeu tic  classes of 
O T C  drugs. T he m onographs them selves becom e final only a fte r a 
thorough  ru le-m aking  proceeding which is bo ttom ed on th e  recom 
m endations of an expert panel as modified by the  A gency a fte r con
sideration  of com m ents subm itted  by all in terested  parties.

By con trast, the  FD A  proposes the  im m ediate release from  new  
d rug  s ta tu s of all prescrip tion  drugs w hich have been th rough  th e  
D E S I process unless they  are listed as hav ing  a m ulti-b ioavailab ility  
or bioequivalence problem  or unless som e special m anufac tu ring  con
ditions are applicable. T hus, for m ost prescrip tion  drugs, old d rug  
s ta tu s  will be declared prio r to  the  adoption of any considered system 
of regulation  akin to  the O T C  m onographs.

Old Drugs
M oreover, once th e  A gency declares th a t a p rescrip tion  d rug  is an 

“old d rug ,” any  subsequent m onograph estab lish ing  conditions for 
m arketing  by th erap eu tic  class or o therw ise is of questionable legal
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effect. If a prescrip tion  d rug  as now m arketed  is declared to  be gen
erally  recognized as safe and effective (G R A SE ), w h at pow er does the 
F D A  have, m onograph proceeding or otherw ise, to  require such a 
p roduct to be m arketed  under different conditions?

T he F D A  justifies th is  sw eeping regu la to ry  approach on the  
grounds th a t :

(1) the  experts in D E S I review  have found these various com 
pounds effective;

(2) th e re  have been only a few cases in which drugs of the  
sam e chem ical com pound m ade by different m anufactu rers have 
been proven to be significantly  different from  a th erap eu tic  s tan d 
poin t w ith  adverse effects to  the  public ; and

(3) the list of drugs set forth  in the  A gency’s proposals en
com passes all of the  drugs w hich the  A gency believes by reason 
of chem ical s tru c tu re  can have a reasonable possibility  of ra ising  
therapeu tic  equivalence problem s.

T he C om m issioner fu rth er believes th a t th rough  the  d rug  lis tin g  act, 
factory  inspections and drug  m onitoring , the public health  will be 
protected  against sub stand ard  drugs. T he C om m issioner sees th e  pro
posed bioequivalence regu la tions as b u ttre ss in g  th is  regu la to ry  ap
proach because the  regula tion  includes a m echanism  under w hich any 
m anufac tu rer (as well as the  FD A ) can petition  to establish bioequiv
alence requirem ents for a com pound.1 T he th in k in g  behind th is is 
th a t p resen t m anufac tu rers of th e  drugs will have the  incentive to  
carefully  m onitor com peting versions of the  drugs produced by o ther 
m anufacturers. If significant differences betw een these com petitive 
versions are detected , th e  m anufac tu rers will have the  op po rtun ity  to  
b rin g  th e  facts to  the  A gency and to  m ake the  case for th e  estab lish 
m ent of bioequivalence procedures.

Legal Requirements
T he first question which m ust be addressed is w hether the  pro

posed system  which I have so briefly outlined m eets the legal requ ire
m ents of Section 505 of the  F ederal Food, D ru g  and Cosmetic Act.

W e m ust not lose sigh t of som e elem entary  facts w hich w ere 
b rou gh t hom e in the  recen t Hoffmann-La Roche case before Jud ge  Green 
in th e  D istric t C ourt of the  D istric t of Colum bia.2 U nquestionably ,

1 See proposed Section 320.3. 2 Hoffmann-La Roche v. Weinberger
et a!.. Docket No. 75-0270, (DC DofC 
July 29, 1975).
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C ongress in tends the  s tric t regu la tion  of new  drugs on the  m arket. 
Section 505(a) specifically p roscribes the  m ark etin g  of new drugs 
w ithou t an approved N D A . T his is above and beyond the  general 
p roh ib itions against the  violations of th e  A ct set forth  in Section 301. 
The legislative history reinforces this strong statutory language. P rio r  to  
1962, th e  law  provided th a t new drugs w ould be perm itted  on th e  
m arket a fte r subm ission of a N D A  unless the A gency disapproved th e  
application within the 180-day review period. In 1962, Congress changed 
th a t to specifically require approval by the Agency. Congress wanted 
th e  A gency to  go on the  line.

M easured against the  te rm s of th e  F ederal Food, D ru g  and Cos
m etic A ct and th is legislative h is to ry , the  A gency’s approach can be 
questioned.

New Drug Status
1. F irs t, consider the  procedure. W hen  the  F D A  published its  

D E S I notices (in the  not too d is tan t p a s t) , the  A gency itself specifi
cally recognized th a t those drugs w ere considered “new ” drugs. T he 
notices are replete w ith such a finding of new d rug  sta tus. A ccord
ingly, one m ay ask w hether it is proper now for th e  A gency, th ro ug h  
the  m echanism  of these  regulations, to  m ake a broad finding th a t all 
of these drugs, except for the  ones designated  in the Jun e  20lh notices, 
are no longer new drugs and, therefore, can be m arketed  w ith ou t ap 
proved N D A s. To ensure th a t th e  C ongressional m andate is honored, 
one m ay ask w hether or not th e  A gency should proceed on a sy stem at
ic basis re leasing  these drugs from  new  d rug  s ta tu s  only a fte r a p ro 
ceeding on each d rug  o r perhaps group of drugs involved.3

2. T hese procedural issues overlap a basic substan tive  question. 
W ill the  clear C ongressional directive regard ing  new drugs be honored 
if prescrip tion  drugs review ed under the D E S I program  can be pu t on 
th e  m ark et w ith ou t approval of the  A gency, in the  absence of any 
data  p u rp o rtin g  to  show  equivalence of various versions and without 
pre-clearance of m anufacturers, as in the case of NDA approvals? T he 
issue here is com pounded by the A gency’s reliance on a finding by 
th e  N ational A cadem y of Sciences-N ational Research Council of a 
d ru g ’s effectiveness m ade in th e  contex t of a system  of stric t regula-

3 A subsidiary issue—but ore that 
must be raised—is whet'-er the Agency, 
in a^v event, is complying with the law 
at this time and requiring approved 
NDAs for such drugs pr;or to the fwal 
promulgation of the proposed regu’a- 
tions. If not, serious questions would

be ra’sed as to whether the Agency is 
brea-hi^g the order of Judge Green in 
the H^fftn-nv-La R^che ease which pro- 
hib:ts it ffcm permitting the marketing of 
prescription drugs previously declared to 
be new drugs without approved NDAs.
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tion. T he drugs which w ere the sub ject of D E S I review were drugs 
which had been the  sub ject of approved N D A s and prior A gency clear
ance. D E S I findings by experts of effectiveness were based on data  
subm itted  by m anufactu rers who w ere sub ject to  th is  regu la to ry  con
trol. Can the  ju dg m en t of these experts in th is context be considered 
a ju dg m en t of G R A SE  generally , or G R A SE as to  every version of a 
drug , regard less of the  regu la to ry  control over th e ir  m anufacturer, 
and w ithou t regard  to  bioequivalency data?

Pre-Clearance Control
3. Moreover, given the strong legislative m andate for s tr ic t A gency 

control of new drugs, is the  A gency righ t in relinquishing pre-clear
ance control of so m any prescrip tion  drugs and re ly ing  on d ru g  in
spections and monitoring to ensure public safety? Certainly, the Agency’s 
prio r record of post-m arketing  surveillance of drugs is no t too com 
forting. T hus, we note the  G eneral A ccounting Office (G A O ) report 
which indicated th a t one-fourth  of the  d rug  firm s m onitored by  GAO 
had no t been inspected w ith in  a tw o-year period .4 W e also note a 
m ost recent report by a H ouse A ppropriations Subcom m ittee which 
sta ted  th a t the F D A  failed to  inspect adequately  5,000 ou t of 8,000 
d ru g  firms to  determ ine com pliance w ith good m anufac tu ring  prac
tice (G M P ).5 W ith  respect to  reliance on sam pling, the  Office of 
T echnology A ssessm ent0 reports  th a t over a m illion lots of capsules 
are produced each year and the FD A ’s monitoring (by th e ir own es ti
m ates in the Jun e  20th publication) will cover only 20,000 of these.

4. A nother question concerns reliance on th e  inclusion of the  im 
m ediate and 15-day repo rting  requirem ents of Section 10.300(b)(1) 
and (2) of th e  A gency’s cu rren t regula tions applicable to  new drugs 
for DEST drugs w hich the  A gency proposes to  release from new 
d ru g  clearance requ irem en ts.7 T he A gency 's au th o rity  to  require such 
reports  is sub ject to  legal challenge because the  m ost obvious au th o r
ity  for such rep o rtin g  requirem ents is Section 505(jJ which deals 
w ith  new  d rug  provisions. T herefore, if the  products are no longer 
considered new drugs, th e  pow er to  require such reports  m ay also 
vanish. O ne m ay w onder w hether the A gency, by in sisting  on these 
reports, really  regards these com pounds as old drugs.

4 B-164031 (March 1973). 6 Office cf Technology Assessment Re-
5 House Appropriation Subcommittee port. p. 34 (July 1974).

Hearings on Agricu'ture and Related 7 See proposed Section 310.7(A) (4).Agencies Appropriations for 1976, Part 5, p. S31.
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Barriers to Entry
In  p refa to ry  com m ents, the  C om m issioner fu rth er justified  the 

elim ination of pre-clearance controls on the g round  th a t th is  eliminates 
barriers to  en try  and, therefore, increases com petition  in the m ark et
ing of these drugs. H ow ever, a case can be m ade th a t the  A gency’s 
failure to  give full sanction to  the approved N D A  concept envisioned 
by the  F ederal Food, D ru g  and Cosm etic A ct will not only add 
risks to  public health  but also m ay constitu te  a disservice to  com 
panies w hich began to  m anufacture  new  versions of D E S I com 
pounds. T his is the  very  group which the A gency is try in g  to  bene
fit. I t  is app aren t th a t the A gency’s abdication  of its responsibilities 
under th e  new  d rug  provisions, as dem onstra ted  in the Hoffmann-La 
Roche case, has led to  g rea t confusion and uncerta in ty . T his cannot 
help bu t in ju re m anufactu rers b ring ing  new  versions of D E S I drugs 
in to the  m arket. One only has to  look at th e  hearings before Senator 
N elson to  see the  point. A t th e  hearing, the testim ony focused on 
the  S ta te  of A rkansas which recently  repealed its an ti-substitu tio n  
law s under a s ta tu te  calling for the prom ulgation  of a so-called nega
tive form ulary, th a t is, a lis ting  of those generic drugs which w ere 
not sub ject to sub stitu tion  on the g round  th a t they  were no t equiva
lent. T he s ta te  officials classified all 190 drugs proposed by the  
A gency in th e  Ju n e  20 publication  as sub ject to  in vitro or in vivo 
te s tin g  as ineligible for substitu tion . I t is possible th a t o ther s ta tes  
will take sim ilar positions. T he significant point is th a t th is  negative 
form ulary  w as m ade applicable even to  d rugs m anufactured  p u rsu an t 
to  approved N D A s. C om m issioner Schm idt prom ised S enator N el
son th a t the  F D A  w ould try  to  persuade sta tes th a t those versions 
of d rugs sub ject to  approved N D A s should be exem pt from  the 
negative form ularies. B ut it is clear th a t the  A gency’s past p ractices 
have led to  th e  po in t th a t w hether or not a d rug  possesses an ap 
proved N D A  is no longer considered of m uch significance as a bench 
m ark of a d ru g ’s safe ty  and efficacy or of its legal status. T his is in
deed ironical since th e  new d rug  law  explicitly provided a com pre
hensive reg u ’a to ry  system  designed to m ake approved ND As a p ivo t
al factor in determ in ing  drug  safe ty  and efficacy.

Regulatory Framework
In  an address to  the  Food and D ru g  L aw  In s titu te  in D ecem ber 

of 1972, the form er G eneral Counsel of the  F D A  likened the  F ederal 
Food, D ru g  and Cosm etic A ct to  a “ co n stitu tion” w hich gave the 
A gency broad au th o rity  to  devise reg u la to ry  system s to  m eet the
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objectives of the  A ct.8 Such a concept provides the  A gency w ith 
g rea t flexibility in estab lish ing  a regu la to ry  fram ew o rk ; it also p er
m its it to m ore readily  accom m odate o ther governm ental policies 
such as the D ep artm ent of H ealth , E ducation  and W elfa re ’s stron g  
in terest in reducing  d rug  costs to  the  governm ent for M edicare/M edi- 
caid purchases as reflected in th e  M axim um  A llow able Cost (M A C ) 
regulations. H ow ever, one invariab ly  pays a price for exercising 
broad gauge discretion. T he rules becom e unclear and the  po ten tial 
for un certa in ty  and confusion is increased.

I w ould subm it th a t a s tro n g  com m itm ent to  s ta tu to ry  requ ire
m ents— the w arp and w oof of adm in istra tive  law — m ay in th e  long 
run  produce m ore las tin g  benefits th an  the  “ con stitu tion a l” approach 
taken  by the  Agency. I t w ould provide m ore certa in ty  as to  the  rules. 
I t  w ould provide m ore assurance as to the  safe ty  and efficacy of 
d rugs generally , as well as to  th e  com parable equivalence of dif
feren t versions of th e  sam e drug. Indeed, generic m anufac tu rers th em 
selves m ay stron g ly  benefit from  th is approach. A fter all, if the  FD A  
required  approved N D A s for th e ir  versions of these D E S I drugs, the 
A gency im prim atur would clearly help them  in gain ing  acceptance 
of these  products in th e  m arketplace. If approval of N D A s w ere re
qu ired before m ark etin g  (w hich should also include a prio r FD A  
inspection), th ere  w ould be m ore assurances th a t the  new versions 
go ing on the  m arket w ere m ade in accordance w ith GM P. AVhere 
bioavailab ility  data  can reasonably  be developed, a requirem ent th a t 
the  data  be included in the  abbrev iated  N D A  w ould provide fu rther 
assurance as to  the  overall quality  of a d rug  and the  equivalence to  
estab lished versions of the  drug. I should add th a t bioavailab ility  or 
bioequivalence requirem ents w ould provide safeguards to  th e  public 
health . Com pliance by a m anufac tu rer w ould supply s tro n g  indicia 
th a t th e  com pany had th e  requisite  degree of technical com petence 
app ropria te  for responsible function ing  in th is  field.

Knotty Problems
T his w ould no t solve all of the  k n o tty  problem s. F o r exam ple, 

one m ust still be concerned w ith the  resources of th e  F D A  to ef
fectuate th is approach. H ow ever, I am som ew hat skeptical about the  
A gency’s perennial plea of lim ited resources. An argum ent was m ade 
in th e  Hoffmcirm-La Roche case th a t the  fact th a t the  F D A  w as unable

8 Hutt, Peter Barton. “The Philosophy Cosmetic L aw J ournal 178 (March 
of Regu'ation Under the Federal Food, 1973).
D rug and Cosmetic Act,” 28  F ood D rug
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to  process all of the  pend ing  abbrev iated  N D A s for generic drugs 
justified  drugs being m arketed  on the  m ere filing of abbrev iated  
N D A s. H ow ever, the  sta tis tics  in FD A  annual reports  to C ongress 
and the  testim ony of Dr. M arvin Siefe of the A gency’s Generic D rug  
D ivision in a deposition in the  IIo[imatin-La Roche case stron g ly  
undercu t the  A gency’s position.

In  sum , in dealing w ith these regulations, one m ust carefully 
consider w hether the  A gency has given due deference to  the  Con
gressional in ten t of th e  new d rug  law  to elim inate risks and to  as
sure th a t new  drugs available in the  coun try  w ere safe and effective 
for the purposes intended. I t is from  th is perspective th a t one should 
evaluate the  valid ity  of the  proposed bioavailab ility  and bioequiva
lence regulations. [The End]

SOURCE LABELING REQUIREMENT FOR FATS 
AND OILS ISSUED

Regu’ations have been issued by the Food and Drug Administration 
(FD A) to require that fats and oils be identified specifically by origin 
on all food labels. Presently, fats and oils can be listed simply as being 
of animal, vegetable, or marine origin, or in some cases only as ‘‘short
ening.” Under the new requirements, which take effect on January 1, 
1978, fats and oils must be identified by name—for example, “cottonseed 
oil,” “corn oil,” ‘soybean oil,” ‘"beef fat.” The term “vegetable oil” or 
“vegetable shortening” can still be used on the label, but only if it is 
followed by an identification of the specific oils used. In addition, some 
ingredients will be permitted to be declared by class names: for example, 
milk, concentrated milk, reconstituted milk, and dry whole milk may all 
be declared as “milk.”

The new regu’ations also provide an alternative method for declar
ing the ingredients of a standardized food when that food is used as an 
ingredient in another food and establish a common or usual name for 
mixtures of edible fat or oil and olive oil.

Over 300 comments were received by the FDA in response to the 
new regulations, as proposed. Some 80 changes were suggested, but the 
Agency made only a few revisions, mostly of a technical nature, in the 
final regulations. Consumers, an FDA spokesman stated, “have a basic 
right to know the source of the fats and oils in the food they eat, and 
have overwhelmingly requested that the labeling of fats and oils be 
more specific. This is a major addition to the Agency’s policy of provid
ing more informative food labeling.” Manufacturers, the FDA em
phasized, may start using the new labeling immediately.

CCH F ood D rug Cosmetic L aw R eporter, tf 41,539
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Status of the FDA’s Program 
on the Use of Antibiotics 

in Animal Feeds
By GERALD B. GUEST, D.V.M.

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

An t i b a c t e r i a l  d r u g s  h a v e  b e e n  u s e d  in the  feed of
food anim als in th is  coun try  for the  past 20 to  25 years for th e  

purpose of increasing ra te  of gain, increasing feed efficiency, and for 
prevention  and control of anim al diseases.

W hen looking at safe ty  considerations which are concerned w ith 
the  use of drugs in food-producing anim als, there  are tw o issues which 
should be understood  and separated  as m uch as possible. O ne con
cern, one which the  Food and D ru g  A dm inistra tion  (F D A ) and the  
U nited  S ta tes D epartm ent of A g ricu ltu re  (U S D A ) spend a g rea t 
deal of tim e on, is d rug  residues in m eat, m ilk and eggs. D rug  
m etabolism  studies, adequate d rug  w ithdraw al tim es before slaugh ter 
and proper labeling are all a part of th is  concern which deals en tirely  
w ith  the presence of the d ru g  or d rug  m etabolites in food for m an.

T he second issue is the  one which I will discuss in th is  p resen ta 
tion. T his issue concerns the  effect of an tibacterial d rugs on bacteria  
in th e  gastro in testin a l tra c t of anim als, th e  developm ent of d rug  
resistance, and resistance tran sfe r betw een th e  in testinal bacteria.

I believe th a t th is  audience understands generally  th e  separation  
of th e  tw o issues. I m ention the  distinction  because on m any occa
sions I have heard  individuals speak of the Sw ann C om m ittee R eport 
of E ng land  and the  U nited  S tates T ask Force on A ntib io tics in Feeds 
w hen discussing issues concerning d rug  residues in anim al-derived 
products. I t  is im portan t to  rem em ber th a t both th e  Sw ann Com 
mittee and the Task Force made only passing mention of drug residues.

As you recall, th e  T ask  Force on U se of A ntib io tics in A nim al 
Feeds filed its report to the  C om m issioner in Jan u ary  of 1972.
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Recommendations of the Task Force
T he recom m endations of the  T ask  Force w ere based on the  con

clusions th a t use of certain  an tibacteria ls  in feed does cause the  in tes
tinal bacteria  in the  anim als to becom e resis tan t to  the  an tibacteria l 
used. M any tim es these bacteria  are resis tan t to  m ore th an  one an ti
bacterial and usually  the  resistance can be transferred  by the R-factor.

T he m ajor concerns expressed by the  T ask Force and our m ajo r 
em phasis in review  of the  use of these products a r e :

(1) Salmonella reservoir. W e know  th a t food-producing an i
m als con stitu te  a m ajor reservo ir of certain  bacteria, particu larly  
salm onella, th a t are capable of causing disease in hum ans. E v i
dence suggests th a t som e an tibacteria l d rugs m ay prom ote an 
increase in th e  reservo ir of gram -negative bacilli in anim als.

(2) Transfer of drug resistance. W e know  th a t exposure to 
antib io tics can prom ote d ru g  resistance in som e bacteria. In  
m any cases, th is resistance is transferab le  to o ther bacteria. T he 
A ntib io tic  T ask Force concluded th a t a po ten tial hazard  exists 
since these bacteria  m ay be tran sm itted  to  hum ans. A dditional 
w ork is needed to  m ore fully categorize th is  hazard  and to 
fu rther determ ine the frequency of th is  occurrence.

(3) Treatment of clinical disease in animals. T he basic question 
is w hether use of sub therapeu tic  levels of an an tibacteria l d rug  
in feed com prom ises th e  subsequent trea tm en t of clinical disease 
in th e  anim al should disease occur. Are the  sam e drugs effective 
for tre a tm en t?  O r m ust o ther drugs and som etim es those not 
approved for food anim als be used?
W ith  these  item s as our m ajo r concerns, the  F D A , on A pril 20, 

1973, published a S ta tem en t of Policy w hich essentially  provided for 
a tw o-year period of additional d rug  in du stry  research in o rder to  
answ er the  questions raised by  the  T ask  Force. V ery  specific gu ide
lines in th e  w ay of health  safe ly  criteria  w ere developed by the  Agency.

intermediate Deadline
An in term ediate  deadline in the  program  called for firm s which 

m arket te tracyclines, streptom ycin , d ihydrostreptom ycin , penicillin 
and sulfonam ides to te s t the  effect of the use of these products on 
the salm onella reservo ir in anim als w ith in  one year. D ata  from  the 
studies w ere received in A pril of 1974.

T hese studies tell us th a t, w hen anim als fed an tib io tic  drugs 
in sub therapeu tic  dosages are exposed to  in fecting  num bers of drug- 
resistan t salm onella organ ism s, the anim als will likely shed increased
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num bers of salm onella organism s. Animals under the same antibiotic 
feeding conditions which are exposed only to  d rug-sensitive salmonella 
o rgan ism s will be likely to  shed decreased num bers of the  organism s. 
T hese  findings m ust be evaluated  in ligh t of the  F D A ’s cu rren t in fo r
m ation concern ing salm onella organism s. T he published lite ra tu re  
contains in form ation from  surveys conducted on salm onella organ ism s 
iso lated by d iagnostic laboratories. T hese surveys indicate th a t  a 
substan tia l num ber of such isolates are resis tan t to  one o r m ore 
an tibacteria l drugs.

W e have been and are p resen tly  con tinu ing  to  g a ther w h at in
form ation we can on the  d rug -resis tan t versus the  drug-sensitive 
s ta tu s  of Salm onella sp. from  clinically norm al anim als. Some very 
prelim inary  in form ation leads us to  suspect th a t, in general, salm onel
la are no t good recipients of d rug  resistance transfer. I t  appears th a t, 
perhaps, only a lim ited num ber of phage-types m ay readily  accept 
and re ta in  th e  genetic m aterial which codes for d rug  resistance.

Salmonella Reservoir
The particular criterion concerning the effect of these drugs on 

the salmonella reservoir was given a great deal of emphasis by the 
Agency. In the early phases of the program, we felt as though Sal
monellae shedding and Salmonellae drug resistance could be, relative
ly, easily quantitated. This measure appeared to be an excellent first 
step in assessing the effect of the drugs. The question concerning 
the drug-sensitive versus the drug-resistance status of the challenge 
organisms and other questions have made the salmonella issue not quite 
so clear-cut as we had anticipated. We are continuing to assess the 
significance of the salmonella data for each drug, in light of what we 
know about Salmonellae in the animal population. Sponsoring drug 
firms have added much information to our knowledge of the Sal
monellae population by submitting data on organisms isolated from 
clinically normal animals.

D ata  on all o ther aspects of the  program  w ere required by no 
la te r  th an  A pril 20, 1975. T he  data  which w ere received have es
sentially  been evaluated in the B ureau of V ete rinary  Medicine.

W e knew  w hen we were developing the  program  th a t we were 
dealing w ith a young  science. W e knew  th a t som e of th e  studies 
would not be conceived easily. M ost of the  studies we w ere requesting  
had no m odel system s developed nor precedent in the  lite ra tu re . W e 
s ta rted  early  w ith  our own con tract research and overcam e som e 
of these problem s in th e  early  p a rt of the  program . E ven so, we
PAGE 5 6  FOOD DRUG COSMETIC LAW JOURNAL----JAN U A RY . 1 9 7 6



know  th a t conclusive answ ers to  all the  questions raised will not be 
available.

Members of the Subcommittee
Because of the na tu re  of the pro ject and the  im portance of deci

sions which m ust be m ade, we plan to  take selected issues to  a com 
m ittee of ou tside individuals in o rder to  benefit from  th e ir  advice. 
T his group will be a subcom m ittee of th e  N ational A dvisory Food 
and D rug  Com m ittee. T he m em bers of the Subcom m ittee on U se of 
A ntib io tics in Feeds a re : Dr. Jacob H o sie r of the V ete rinary  College 
a t K ansas S ta te  U n iv ers ity ; Dr. Nelson F ernandez, a physician w ith 
the  D ep artm ent of N u trition  and B iochem istry a t the  U n iv ersity  of 
P uerto  R ic o ; and Ms. Camille H aney, an individual w ith  a consum er 
affairs and public re la tions background from  M ilwaukee, W isconsin. 
T he expertise  of these individuals will be supplem ented by four con
su ltan ts  to the Subcom m ittee. T hose who have been invited to  p ar
tic ipate  a r e : Dr. W illiam  F la tt, D irector of the  A gricu ltu ra l E xperi
m ent S ta tion  at th e  U n iversity  of G eo rg ia ; Dr. E dw ard  H ook, P ro 
fessor and C hairm an of the  D ep artm en t of M edicine at the  U n iver
s ity  of V irg in ia School of M edicine; Dr. S tan ley  Falkow , P rofessor 
of M icrobiology a t th e  U n iv ersity  of W ash in g to n  School of M edicine; 
and D r. George Poppensiek, P ro fessor of M icrobiology at the New 
Y ork S ta te  V ete rin ary  College a t Cornell.

In  addition to  these  consu ltan ts. Dr. H ow ard  S. T eague of the  
Food A nim al R esearch L aboratories, Clay City, N ebraska, will p a r
ticipate in the  deliberations of the Subcom m ittee as a represen ta tive  
of U SD A .

T he A gency is scheduled to  m eet w ith  th is Subcom m ittee for 
the  first tim e in Jan u ary  of 1976. M eetings will follow du ring  th e  year 
w ith final decisions expected by  the end of calendar year 1976.

I also wish to m ention w h at I see ahead and discuss som e per
sonal philosophies and hopes for th e  future.

Future Plans
I believe th a t  the  fu tu re  will b rin g  continued em phasis on the  

use of anim al drugs on a herd or flock basis, bu t w ith  m ore soph isti
cated innovations in th e  p a tte rn s  of use. W e will see m ore drugs used 
at h igher levels and for periods of tim e which are less th an  th e  life 
of th e  anim al or bird. T his approach is particu larly  indicated du ring  
“ s tre ss” periods and a t o ther tim es du ring  the  early  part of the  
anim al’s life. In addition to  the high-level, sho rt-te rm  use of drugs, 
there  m ay be an increased need to a lte rn a te  d ru g  products d u ring  an

p a g e  5 7ANTIBIOTICS IN  A N IM AL FEEDS



an im al’s tim e in the  feedlot. In  th is  way, a d rug  exh ib iting  a h igher 
po ten tia l for hum an hazard m ight be used early  in an an im al’s life, 
w ith  a sw itch to  ano ther p roduct in the  finishing phases prio r to  
slaugh ter. W e will continue to  u rge drug  firm s to develop products 
useful in p rom oting  increased w eight gains, while at the sam e tim e 
not in te rfe ring  w ith disease therapy , should disease occur. L et me 
em phasize th is  need. I believe th a t it is very  im p o rtan t th a t fu ture 
products used for g row th  prom otion should be used exclusively for 
th a t purpose. Care should be taken  th a t these products are no t used 
for trea tm en t of disease in hum ans or anim als. T hey  m ust no t create 
cross-resistance w ith  drugs used in hum an o r ve terinary  therapy . In 
th is regard , individuals should be looking for a lte rna tives to  th e  t r a 
ditional g row th  p rom o tan t drugs. C ertain ly  m ore basic w ork is needed 
on the  un derstan d in g  of th e  m echanism  of g row th prom otion.

I believe th ere  will be increased dem ands in th e  area of docum en
ta tion  of efficacy of g row th  p rom otan t drugs, particu larly  th e  com 
bination  products. W e are presen tly  review ing th e  efficacy data  on 
an tib io tic  com bination products now on the  m arket. T he data, for 
the m ost part, w hich w-e have on file, will not m eet to d ay ’s standards 
of full factorial studies and the additive effect policy as it exists in 
ou r cu rren t guidelines. I t  is not likely in the presen t c lim ate th a t 
s tan dards will rem ain  static. T om orrow ’s stan dards will be m ore de
m anding than  to d ay ’s.

More Prescription Drugs
C ontinu ing  to look at the  future, I believe th a t we should expect 

to see few er food anim al d rugs available for over-the-coun ter sale. 
M ore prescrip tion  drugs probably  will be used in the  future.

U p to  th is point, I have given m y view  of the  fu tu re  from  a 
regu la to ry  standpoin t. I know  th a t th is is no t th e  whole picture. I 
believe th a t in anim al science, th e  feed in du stry  and the  food anim al 
industry , we are go ing to  see con tinu ing  and increasing  efforts in the  
area of genetic im provem ent, im proved husbandry, p ractices and food 
anim al nu trition  in an effort to  m eet th is  co u n try ’s and the  w o rld ’s 
needs for anim al protein. T hese im provem ents m ay offset th e  need 
for continuous m edication of anim als.

I t  is also app aren t th a t th e  d rug  in du stry  will continue to  seek 
a lte rna tives to  th e  trad itional g row th p rom otan t drugs. I am hopeful 
th a t vaccines, o ther biologicals, enzym e inhibitors and o ther innova
tions m ight be developed to control disease and increase w eigh t gain. 
T hese advances do no t come quickly or easily, bu t I am  confident 
th a t some will be a help in the  future. [T he End]
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A Response to New Approaches 
to Be Used in the Regulation 

of Animal Drugs
By JAMES F. MONG1ARDO

Mr. Mongiardo Is an Attorney with the Schering-Plough Corporation.

A S A M A T T E R  O F  F IR S T  IM P R E S S IO N , the concept of estab 
lish ing particu larized  regulations w hich will set forth  standards 

pe rm ittin g  sponsors of new  anim al d rug  applications (N A D A s) to 
u n derstan d  the  ‘‘rules of the  gam e” in w ithdraw al proceedings ap
pears to  be bo th  cogent and forceful. A t first review, it fu rth er appears 
th a t the  use of sum m ary  disposition procedures to  resolve disputes 
w here th ere  are no genuine issues of fact are equitable and reasonable 
to  bo th  th e  sponsor a ttem p tin g  to  keep a p roduct on the  m arket and 
th e  Food and D ru g  A dm inistra tion  (F D A ) a ttem p tin g  to  rem ove th a t 
sam e product from  the  m arket. H ow ever, as w ith  any  m echanism  to 
im plem ent s ta tu to rily  defined pow ers, it is necessary, before accep ting  
the  m echanism  as proper, to  review  th e  underly ing  au th o rity  for 
im plem entation  and, fu rther, to  exam ine w hat, in real te rm s, these 
m echanism s create.

W h a t has been presen ted  as “ N ew  A pproaches to  Be U sed in 
the  R egulation  of A nim al D ru g s” is the culm ination of several years 
of effort w ith in  the  F D A  to  change the  focus of its regu la to ry  pow er 
from  a case-by-case approach to  a broad regu la to ry  fram ew ork cover
ing classes of products, be th ey  new anim al d rugs o r new  drugs for 
humans. Many of the details are similar to the internal guidelines for with
draw al proceedings involving new  drugs for hum ans in the  proposed 
F D A  A dm inistra tive  P ractices and P rocedures regulations. T he “new 
approaches” m ake tw o basic assum ptions which should first be re
viewed in o rder to  estab lish a fram ew ork for analysis of these 
m echanism s for regulation.
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Broad Regulatory Schemes
T he first basic prem ise m ade is th a t the  only effective m ethod 

of reg u la tin g  new  anim al d rugs is th ro ug h  th e  p rom ulgation  of broad 
regu la to ry  schem es w hich will effectuate ru le-m aking to  perm it the  
rem oval of p roducts on an industry-w ide basis. Im plicit in th is  as
sum ption is the  prem ise th a t th e  Federal Food, D ru g  and Cosm etic 
A ct em pow ers the  F D A  to use such broad regu la to ry  schem es in a 
w ay which will fu rth er the  purposes of the Act in a m eaningful and 
law fully  perm issib le m anner.

T he second basic prem ise m ade is th a t there is little  value which 
can be ascribed to  a hearing  w ith  its a tten d an t righ t to  cross-exam i
nation w hen a sponsor w ishes to  contest the  w ithdraw al of a product 
from  the  m arket. T h is prejudice against the  use of hearings is well 
know n to the  regu la ted  industry . T he true  ex ten t of th is  presum ption 
against th e  usefulness of hearings is succinctly  b u t th orou gh ly  set 
forth  in the  pream ble to  the  proposed A dm inistra tive  P ractices and 
P rocedures re g u la tio n s :
“The Commissioner has concluded that, since the use of oral direct testimony 
and the use of cross-examination have been the principal causes for delay of 
Food and Drug Administration hearings in the past, most of the hearings 
should be developed through the submission of written documentary and 
testimonial evidence. Oral evidence should be permitted only where necessary 
for a full and true disclosure of relevant evidentiary facts. . . .

“. . . the burden shall be on the party involved to justify cross-examination 
in each instance in which it is requested. Ordinariljq cross-examination is justi
fied when it relates to witness perception or credibility, but not when it relates 
to a judgment based on scientific, medical, or technical data.”1

Pyramid of Paper
T he net resu lt of th e  in teraction  of these  tw o assum ptions is 

the  creation of a pyram id of paper w hich, w hen analyzed, re lates not 
to th e  substan tive  issues involved in w ithdraw al proceedings but, 
ra ther, to  the procedural questions involved in such proceedings.

U n til the  recen t advent of “new app roaches’’ to regu la tin g  new 
anim al drugs, food and d rug  law  from  an a tto rn ey ’s view point ap
peared to  be qu ite  basic and s tra ig h tfo rw ard . A N A D A — as well as 
a new  d rug  application— is a private  license. A sponsor has to  prove 
th e  safe ty  and effectiveness of his p roduct based upon given standards 
which are know n. T he F D A ’s “new approaches” program  has a t
tem pted  to  change th is, despite the  fact th a t there  has been no

MO F. R. 22970, 22971 (May 25,
1975).
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change in th e  underly ing  s ta tu to ry  au th o rity  from which th is basic 
law  is derived.

An exam ination  of Section 512 of the  F ederal Food, D ru g  and 
Cosm etic A ct still supports th e  concept of private  licenses w ith  re
spect to new anim al drugs. W hile  it is perm issible to  proceed against 
a class of p roducts if the  Com m issioner believes all are deficient and 
m ust be rem oved from th e  m arket, each m em ber of the  class has 
individual s tan d in g  and m ust be rem oved as an individual en tity  
based upon inform ation d irectly  applicable to  th a t product. T h is 
p rivate  license concept is supported  by Section 512(i) of the Food, 
D ru g  and Cosm etic A ct which provides t h a t :

‘■ When a new animal drug application . . .  is approved, the (Commissioner) 
shall by notice, which upon publication shall be effective as a regulation, publish 
in the Federal Register the name and address of the applicant and the conditions 
and indications of use of the new animal drug covered by such application. . . .”
C onversely, w hen a new  anim al d rug  is rem oved from the  m arket, the  
regula tion  m ust be revoked.

Requirement for Individual Approval
T his requirem ent for individual approval is not in tended to  be 

m ere w indow  dressing  for a g rand  regu la to ry  scheme. I t  is a very  
real constra in t on the  pow er of th e  FD A . T his has recen tly  been re in 
forced by the Hoffmann-La Roche v. Weinberger litigation in the Federal 
C ourts for the  D istric t of Colum bia.2 Jud ge  Green held in th is  case 
th a t “the  F D A ’s policy of p e rm ittin g  new  drugs to  be m arketed  
w ithout an approved new d rug  application contravenes the clear 
s ta tu to ry  requirem ent of preclearance m andated  by 21 U. S. C. § 355 
(1970) (Section 505 of the Food, D ru g  and Cosm etic A c t) .” T hus, 
the cornerstone principle th a t N A D A s require individual review , in
dividual clearance and individual rem oval rem ains basic law.

T he second basic assum ption m ade in the  “new app roaches” to  
anim al d rug  regulation  is also suspect. Once again reference to  th e  
F ederal Food, D ru g  and Cosm etic A ct is appropriate . Section 512(c) 
provides t h a t :
“Within one hundred and eighty days after filing of an application . . . the 
(Commissioner) shall either (1) issue an order approving the application if he 
then finds tha t none of the grounds for denying approval . . . applies, or (2) 
give the applicant notice of an opportunity for a hearing . . .  on the question 
whether such application is approvable.”

2 Hoffmann-La Roche v. Weinberger 
et ul.. Docket No. 75-0270, (DC DofC 
July 29, 1975).
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In  o rder to  circum vent the  s ta tu to ry  requirem ent for a hearing  
and to com ply w ith court-im posed notice requirem ents, the Com m is
sioner has in the  nam e of expeditious review  in w ithdraw al proceed
ings in stitu ted  a jung le  of paper w ork in order to  perm it him to use 
his sum m ary ju dg m en t pow ers in a procedurally  perm issible m anner.

Summary Judgment
One need only exam ine the  litan y  of paper required to invoke 

sum m ary  ju dg m en t to conclude th a t th is entire  procedure is ex trem e
ly tedious, burdensom e, w asteful of valuable resources, and no t di
rected tow ard  eliciting discussion about substan tive  issues. A fter a 
general notice is published proposing to  w ithdraw  a product, the 
sponsor m ay respond and request a hearing. If such a request is 
m ade and is accom panied by e ither new data  or reference to data 
already on file, the  F D A  m ay not sum m arily  reject the  request for a 
hearing  since a genuine issue of fact m ay be raised. To properly  
deny a request for a hearing  and invoke sum m ary judgm en t, the Com 
m issioner m ust conclude th a t no genuine issues of fact are raised. 
T his requires th a t the request for a hearing, to ge ther w ith the  data 
in the  N A D A  file, be analyzed and an o rder prepared dem onstra ting  
the  inadequacy of the  entire  subm ission. B ut th is order cannot be 
published in final form  since it constitu tes the particu larized  notice 
which m ust be given to the sponsor before sum m ary judgm en t can be 
invoked. T his m eans th a t the draft o rder m ust be sen t to  the spon
sor g iving the sponsor adequate tim e to  com m ent and respond. O nly 
a fte r these com m ents have been received can a final order be pub
lished and the  product rem oved from the m arket. It is axiom atic, of 
course, th a t the  com m ents of the  sponsor will be rejected since it is 
im possible to  challenge the un derly ing  th in k in g  of the  F D A  in an 
exchange of paper w here, in reality , only conclusions are discussed.

No Opportunity for Cross-Examination
N ow here in th is  entire  exchange of paper is there  an oppo rtun ity  

for one p arty  to  cross-exam ine the  other. N ow here is there  a p ro 
vision to challenge the  assum ptions and prejudices w hich underlie 
the  go vernm en t’s decision to rem ove the  product. N ow here is there  
an opportunity  for a dialogue which would b ring  out into the open the 
tru e  concerns of not only the  governm ent bu t, also, of regula ted  in
d u stry  and o ther in terested  individuals or concerns.
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I t  seem s th a t the  resources of bo th  the  sponsor and the  F D A  
could be p u t to  b e tte r use th ro ug h  an adm inistra tive  hearing. Instead  
of an exchange of paper, w hich has no real m eaning to the A gency 
since th e  exchange does not provide for any  challenge to  its ju d g 
m ent on scientific, m edical or technical data, a hearing  w ould provide 
an o p po rtun ity  for a tru e  review  of th e  s tren g th s  and  w eaknesses 
of each p a r ty ’s position and, as a consequence, focus upon su b stan 
tive issues. T he argum ent th a t, in th e  past, hearings and the  use of 
cross-exam ination  have created undue delays is specious and  fails 
to  tak e  into account th e  very  real possib ility  th a t some substan tive  
issues are extrem ely  difficult to  resolve. A com petent A dm inistra tive  
L aw  Jud ge  can responsibly and adequate ly  control the scope of cross- 
exam ination  and the  conduct of a hearing.

As a practical m atter, m ost hearings w ould require the  expendi
tu re  of much less effort by both the  F D A  and sponsor since each 
w ould have only one o p po rtun ity  to p resen t its best case. T his is in 
m arked con trast to the  presen t open-ended paper debate w hich m ay 
continue ad infinitum if the  sponsor continually  adds new  inform a
tion to  the  proceedings. F u rth er, in situations w here substan tia l is
sues m ust be resolved in o rder to  determ ine w hether a p roduct should 
be rem oved from  the m arket, the  g ran tin g  of a hearing  and the  use 
of cross-exam ination  would perm it public debate and the  review  of 
m ajo r FD A  policy decisions w hich is not p resen t w hen sum m ary 
disposition is used. One need only examine the diethylstilbestrol (D E S ) 
litigation to  conclude th a t sum m ary  ju dg m en t disposition does not 
resu lt in the  reso lu tion  of true  substan tive  issues as a hearing  would.

Underlying Statutory Authority
In  effect, w hat has happened un der these “new  approaches” is 

an effort to broaden th e  regu la to ry  control of the  F D A  w ith ou t first 
expand ing the  underly ing  s ta tu to ry  au th o rity  to  encom pass such regu
lation. W hile  th e  F D A  has significant regu la to ry  pow ers, a N A D A  is 
still a p rivate  license w hich m ust be approved or denied based upon 
its individual m erits. E fforts to  regu la te  on a class basis are certain  
to  encoun ter difficulties, given th e  p resen t F D A  a ttitu d e  to  avoid 
hearings a t  all costs. A veritab le  quagm ire of procedural and ad
m in istra tive  red tap e  is created  every tim e an effort is m ade to  rem ove 
a class of p roducts th ro u g h  the  use of sum m ary  disposition. T here  
can be no sho rt cuts in a w ithdraw al proceeding since the  s ta tu te  re
qu ires th a t each approved product be rem oved on an individual basis.
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I t  is apparen t th a t the  Com m issioner, th ro ug h  these  “new ap
proaches,” has created a wall of paper to insulate  the  F D A  from  a 
hearing. T his is m ost un fo rtuna te  since the  only w ay to  have open, 
honest debate over fundam ental issues involved in a w ithdraw al p ro
ceeding is th ro ug h  a hearing. T he paper pyram id created by these 
“new approaches” serves no purpose o ther than  to focus subsequent 
litigation on issues of procedure ra th er than  substance. Thus, I respect
fully voice m y opinion th a t the  good in ten tions of these “ N ew  A p
proaches to  Be U sed in the  R egulation  of Anim al D ru g s” are belied 
by s ta tu to ry  difficulties and the  absence of p ragm atic  im pact in expe
d itiously  m oving w ithdraw al proceedings to  u ltim ate resolution.

[The End]

FDA PROPOSES TO WITHDRAW APPROVAL 
OF NEW ANIMAL DRUG APPLICATIONS FOR DES
Based on continued findings of residues of diethylstilbestrol (DES) 

in the livers of cattle and sheep, the Food and Drug Administration 
(FD A) has issued a proposal to withdraw approval of all existing new 
animal drug applications (NADAs) that provide for the use of DES 
in animals used for human food. DES, a synthetic estrogen marketed 
since the mid-1950’s as a growth promotant in cattle and sheep, has been 
established as a carcinogen in mice and linked to the occurrence of a 
rare form of cancer, adenocarcinoma, in humans.

In 1972 and 197.1, the FDA withdrew annroval of DES for use in 
animals intended for human consumption. The courts, however, over
turned the decision on the ground that the FDA had not allowed DES 
manufacturers adequate opportunity for a hearing. Since the resumntion 
of the use of DES, residues have been detected by the United States 
Departm ent of Agriculture (USDA) through the use of new scientific 
methods. Previously, only one of the 36 residues now detected by tbe 
USDA cou'd have been detected by official methods of detect'On. The 
FDA therefore proposed to revoke the approved methods for identifica
tion and measurement of DES residues on the ground that such detec
tion methods are outdated and inadequate. After having reviewed a 
number of comments submitted on that nronosal, the FDA has decided 
to revoke the old detection methods for DES when final action is taken 
on the current proposal to withdraw approval of tbe NADAs for DES.

CCH F ood D rug Cosmetic Law R eporter, 41,541
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