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REPORTS
TO THE READER

Annual Meeting of the American Bar 
Association. The following papers were 
presented at the Jo in t P rogram  of the 
A dm inistrative Law Section and the 
Food, D rug and Cosmetic Law  Com
m ittee of the C orporation, Banking and 
Business Law Section of the American 
Bar Association Meeting, which was held 
in Honolulu, Hawaii on August 15, 1974.

Howard S. Epstein’s article, “Xew Di
rections for Administrative Regulations,” 
is a retrospective look at the Food and 
D rug Administration’s regulation imple
m enting the 1962 am endm ents to  the 
Federal Food. D rug and Cosmetic Act. 
Mr. Epstein, whose article begins on 
page 384. is A ssistan t Chief, Consumer 
Affairs Section of the A n titru st D ivi
sion in the U. S. Department of Justice.

"R ecent Procedural D evelopm ents in 
FDA Regulations and Legislative P ro 
posals” is the subject and the title of an 
article by David A . Seligman. Mr. Selig- 
man, a m em ber of the New Y ork and 
N ew  Jersey  bars, analyzes the F D A ’s 
hearing regulations proposed in 1973 and 
discusses the Agency’s practice of treat
ing drug products by class. His article 
begins on page 396.

Focd Update X IV . The following 
papers were presented a t the Food and 
D rug Law Institute’s Food Update XIV, 
which was held in Key Biscayne, Florida 
on April 20—24, 1975.

Eugene I. Lambert points out the need 
for the food industry  to  focus its a tten 
tion on the nature of criminal liability 
in his article “Dancing with the Gorilla.” 
Mr. L am bert is a p artn er in the law 
firm of Covington & B urling and his 
article begins on page 410.

“A Rose by A ny O ther N am e” is 
Murray D. Sayers  analysis cf the com
mon or usual name regulations issued

by the FDA. Mr. Saver, Assistant Gen
eral Counsel of General Foods begins 
his article on page 415.

Norman Bristol, Senior Vice-President 
and General Counsel of the K ellogg 
Com pany discusses the fortification of 
food in an article beginning on page 421. 
T he article is “H ow  Does O ne Get Rid 
of a Dead H o rse?”

Pharmaceutical Update V. T he fol
lowing papers were presented at the Food 
and Drug Law Institute’s Pharmaceutical 
Update V, which was held in New York 
City on May 22 and 23. 1975.

Robert L. Spencer, Acting Chief of 
the Precedent Regulations and Legislative 
Activities Branch of the B uretu of Drugs 
in the Food and D rug  A dm inistration, 
talks about the Agency’s plans to revise 
its abbreviated new drug application poli
cy. Titled “New Concepts in Abbreviated 
N D A s,” the article begins on page 426.

“T he F D A ’s Acceptance of Foreign 
Clinical D ata ,” beginning on page 433, 
discusses the F D A ’s regulation on in
ternational research. I t is w ritten  by 
William E. Ragolia, an atto rney  with 
the legal departm ent of C IB A -G E IG Y  
Corporation.

Eighteenth Annual Educational Con
ference of the F D L I and the FD A .

“Devices to C ontrol D evices” by 
Joseph R. Rad:,ins, Food and D rug  
Counsel of the Dow C orning C orpora
tion, was presented a t the 18th Annual 
Educational Conference of the Food 
and D rug Law  In s titu te  and the Food 
and D rug A dm inistration, which was 
held in W ashington. D. C. on Decem 
ber 3 and 4, 1974. Beginning on page 440, 
it h ighlights topics pertinen t to regula
tions concerning the medical devices in
dustry.
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IbodDrng-Cosmetic Law
------------------------------------------------

New Directions 
for Administrative Regulations

By HOWARD S. EPSTEIN
Mr. Epstein Is Assistant Chief of the Consumer Affairs Section 
of the Antitrust Division in the United States Department of 
Justice.

I AM P L E A S E D  to discuss a topic th a t I have w anted to  explore 
for some time. The inducem ent of this setting  to present my views 

has finally “forced” me to organize my though ts about the develop
m ent of the Food and D rug  A dm inistration 's (F D A ’s) regulations 
to implement the 1962 am endm ents1 to the Food, D rug  and Cosmetic 
Act which required the removal from the m arketplace of ineffective 
drugs. In  this era of heavy em phasis on “consum erism ,” it is in ter
esting to rem em ber the Federal Food, D rug  and Cosmetic Act was 
the first consum er legislation.

The D E S I2 review program  led to one of the most innovative 
regulatory procedures ever developed by an agency. W hen I came to 
the D epartm ent of Justice in Novem ber of 1969, drug w ithdraw al 
orders were first being challenged in the courts. I have been part of 
the historic developm ent of m ost of the case law  on the  Agency’s 
hearing regulations. W hile I am really a prosecutor, not an adm inis
trative law attorney, my experiences have led me to the conclusion 
that, over the years, the F D A ’s rule-m aking has been substantially  
the result of court litigation. I t is not, as one would assume, ru le

*76 Stat. 780 (1962). ficacy requirem ents of the 1962 amend-
2 D rug  Efficacy S tudy Im plem enta- ments, which added “and effective” to 

tion is the term  used by the FD A  for the definition for “new d rugs” which
the program  of reviewing and acting included only safety,
on all d rugs required to m eet the ef-
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m aking followed by court challenges. The D E S I cases seem to prove 
this theory.

A fter reviewing the num ber of d rug  products subject to the ef
ficacy review, the Agency concluded there was no way hum anly pos
sible to  carry out its sta tu to ry  m andate w ithout some innovative and 
creative adm inistrative procedures.

F irst, and I th ink m ost significant, the Agency correctly took 
the position th a t the sponsor or holder of an approved N D A 3 had 
the burden of show ing the efficacy of the drug in question in order 
to continue its m arketing. Such proof initially took the form of 
subm ission by m anufacturers of the best evidence in the form of 
published literature to the appropriate NA S-N RC4 review panels. 
These panels reviewed the data subm itted by the m anufacturers and 
forwarded their evaluations to the FDA. The Agency believed, and 
relied on the assum ption, th a t the drug m anufacturers had subm itted 
their best, and complete, evidence to  support the efficacy of their 
drugs to the panels.

Streamlined Administrative Procedure
Accordingly, the A gency’s next step was to  devise a stream lined 

administrative procedure to expedite the removal of drugs found to be in
effective from the m arketplace. At this point, the A dm inistrative 
Conference of the U nited S tates provided a solution. T he A dm inistra
tive Conference had strongly  recom m ended th a t adm inistrative agen
cies seek ways of stream lining their proceedings to reduce the amount 
of delay in reaching final determ inations in agency proceedings.5

As a sidelight, it is in teresting  to  note th a t adm inistrative agen
cies originally established to  have special expertise to  deal expeditious
ly w ith problem s to avoid the unreasonable delay of court proceed
ings have now come 180 degrees. I t is the courts who can give judicial 
answ ers years faster than  it now takes m ost adm inistrative agency 
proceedings to  grind to  a final determ ination.

I t  was the FD A ’s view th a t the best w ay to im plem ent the 1962 
am endm ents was to  adopt the suggestion of the A dm inistrative Con
ference, and adopt an analogy to the “sum m ary judgm ent” proceeding 
of Rule 56, F. R. Civ. Proc. T his procedure would expedite the pro-

3 New D rug Application: the mecha
nism by which the m anufacturer ob
tains m arketing  approval from  the 
A gency for a drug.

4 T o review  all m arketed  drugs, the
A gency contracted  w ith the N ational

Academy of Sciences-National Research 
Council which in tu rn  assigned review 
to 27 different panels according to  the 
therapy  classification of the drugs.

B 38 U. S. L. W . 2658.
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cessing of several hundred actions for those drugs found to be inef
fective and for which previously approved m arketing approval w ould 
have to be w ithdraw n. Indeed, the D E S I review program  extended to 
more than  4,000 drug form ulations m arketed by 237 firms.

Withdrawal of Products
This concept of w ithdraw al of products w ithout pro tracted  hear

ings was one of the m ost creative and effective innovations in the 
annuals of adm inistrative law  procedures. I t logically was bottom ed 
on the premise th a t if the m anufacturer had given his best evidence 
to the  NA S-N RC review panels, there woud be no fu rther or dif
ferent evidence the m anufacturer could produce. The Sixth Circuit 
concurred in th a t view, succinctly s ta tin g : “W e agree w ith the Com
m issioner t h a t : ‘No am ount of exam ination and cross-exam ination 
can change the scientific studies and the data reported into som ething 
they are not.’ ”

T hat language is from the Upjohn case,6 the first court tes t of 
an N DA w ithdraw al of antibiotic certification7 under the D E S I review.

It is am azing th a t the Agency started  w ith one of the hardest 
cases and prevailed. T he fixed-combination antibiotics were some of 
the m ost widely prescribed drugs in the world, yet the Court of A p
peals had little difficulty in sustain ing the A gency’s position. In  ad
dition to  their wide acceptance in the medical com m unity, the drugs 
were found by the NAS-N RC panels to  be “ineffective as a fixed 
com bination,” a category not originally included in those announced 
by the A gency.8 I th ink  th a t the inclusion of novobiocin in the Panal
ba products made the Upjohn case easier for the Agency because of 
novobiocin’s well-known side effect of causing liver disorders. Thus, 
it was easier to  argue for w ithdraw al of a d rug with evidence of a 
significant medical hazard  in using the product.

Clinical Usage
F urther, the record in Upjohn reveals another strong basis of sup

port for the FD A ’s position ; the drug manufacturer relied on the extensive

6 Upjohn Co. v. Finch, CCH F ood 
D rug Cosmetic L aw  R eporter f  80,301, 
422 F. 2d 944 (CA-6 1970).

7 A pproval of antibiotic drugs took a
different form  than the stra igh t N D A ; 
antibiotic drugs received A gency cer
tification (approval) of each batch prior
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to  shipping. T his is based on underly
ing A gency regulations which detail 
the criteria for various types of an ti
biotic drugs acceptable for certification.

8 The original categories w ere “inef
fective,” “possibly effective,” “probably 
effective” and “effective.”
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clinical usage of the product to support its efficacy in lieu of any ade
quate and well-controlled studies.

The result in Upjohn not only upheld the Agency’s w ithdraw al w ith
out a hearing, but it was also a strong precedent for the Agency’s regula
tions th a t set out the criteria for adequate and well-controlled studies, 
the basis for g ran ting  an evidentiary hearing to a m anufacturer before 
w ithdraw ing approval for m arketing its drug.

On the same day the Com missioner issued his final order on the 
U pjohn products, he also issued regulations establishing the criteria 
for adequate and well-controlled clinical investigations necessary to 
dem onstrate the efficacy of drugs subject to the requirem ents of the 
1962 am endm ents.9

Opportunity for Comment
These regulations were im m ediately challenged by the Pharmaceu

tical M anufacturers Association (PM A ) in a D istrict Court action in 
D elaw are.10 W hile the Upjohn case was pending in the Sixth Circuit, 
Judge Latcham , in the D elaw are suit, had to decide the challenge to 
the A gency’s regulatory  concept that, in effect, would allow the w ith
drawal of drugs from the m arketplace w ithout the adm inistrative evi
dentiary  hearing. The D istrict Court in Delaware essentially rejected 
all of the plaintiff’s substantive argum ents but relied on the procedural 
issue tha t the regulations were issued w ithout notice and opportunity  
for com m ent in violation of Section 4 of the A dm inistrative Proce
dure Act (A P A ), 5 U. S. C. 553. It ruled that the Agency would have 
to  fellow the m andate of the APA. A fter the decision in January  1970, 
the Agency republished the proposed regulations in the Federal Register 
during F ebruary  1970 and allowed the appropriate tim e for comment 
by interested parties. T he final regulations were published on M ay 8, 
1970.11 Again, the  PM A challenged the regulations.12 This tim e Judge 
Latcham  had no difficulty in upholding the reg u la tio n s; the Agency 
had satisfied the A PA  requirements and the Court determined that the 
regulations “reasonably carry out the Congressional m andate th a t all 
claims of efficacy for m arketed drugs m ust be supported by substan
tial evidence.” The Delaware court had the benefit of the Upjohn de
cision, bu t it is clear th a t Judge Latcham  followed his own earlier in-

" 34 F. R. 14596 (Sept. 19, 1974).
10 Pharmaceutical Manufacturers A s

sociation v. Finch, CCH F ood D rug 
Cosmetic L aw  R eporter ff 80,292, 307 
F. Supp. 858 (D C  Del. 1970).

11 35 F. R. 7250, subsequently codi
fied 21 C FR  130.12, 130.14.

12 Pharmaceutical Manufacturers A s
sociation v. Richardson, CCH F ood D rug 
Cosmetic L aw  R eporter f  40,429, 318 
F. Supp. 301 (D C  Del. 1970).
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clinations th a t the regulations were a reasonable in terpretation  of the  
Congressional m andate imposed on the Agency.

The w atershed had been passed and it was dow nstream  w ith the 
current for the D E S I regulations. T he F D A ’s regulatory  efforts to  
close the tim e gap since enactm ent of the 1962 am endm ents and re
move ineffective drugs from the m arket had received im portant ju d i
cial endorsem ent.

Demonstrate Efficacy
However, there were still m ore court tests  of the regulations. 

A fter the PM A ’s challenge had failed, individual d rug companies chal
lenged the hearing regulations as their own products were ordered 
w ithdraw n for failure to  dem onstrate efficacy. Pfizer challenged its 
denial of a hearing in the w ithdraw al of Signem ycin.13 T he Second 
Circuit affirmed the w ithdraw al of the products w ithout an adm inis
trative hearing before the Agency. CIBA-Geigv, which had refused 
to come forward w ith any evidence to  support a hearing request on 
the w ithdraw al order for Ritonic capsules, challenged the regulations 
on the issue of its absolute righ t to a hearing.14 The Second Circuit 
to tally  rejected th is argum ent, finding the regulations “to be reason
able and salu tary .” It again affirmed the F D A ’s position th a t if the 
m anufacturer failed to m eet the burden of producing adequate and 
well-controlled studies to  show the efficacy of the d rug (s) in question, 
no hearing had to  be held in advance of w ithdraw al.

In  retrospect, I think the early court endorsem ents of the regula
tions were made easier by the fact th a t the drugs in issue were com
bination products. The Agency was able to show tha t one or m ore of 
the com ponents caused harm ful side effects and tha t the dosage levels 
contained in the com bination were not sufficient to trea t the condition 
for which the component was included. For example, if two antibiotics 
were in the com bination and one of them  was in a dosage level too 
low for effective treatm ent, if the am ount of the com bination drug 
adm inistered was increased to an effective level for th a t component, 
then an overdose of the o ther com ponent resulted.

Distinct Advantage
In  o ther words, the Agency had a distinct advantage against the 

fixed-combination drugs because the m anufacturers relied on the ef

13 Pfizer, Inc. v. Richardson, CCH 14 CIBA-Gcigy Corf. v. Richardson, 
F ood D rug Cosmetic L aw R eporter CCH F ood D rug Cosmetic L aw  R e- 
1140,425, 434 F. 2d 536 (CA-2 1970). porter ff40.515, 446 F. 2d 466 (CA-2

1971).
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ficacy of the individual com ponents and decided th a t if the components 
were good alone, a com bination of antibiotics would trea t patien ts’ 
diseases even better. The manufacturers, however, produced no studies 
to support this proposition.

In all of these cases I have discussed, the courts of appeals had 
granted stays of the w ithdraw al orders pending full court review of 
the m anufacturers’ challenges to the final orders as orovided by Sec
tion 505 of the A ct.15 Then, at the end of 1971, Am erican Cyanamid 
moved for a stay  of the w ithdraw al order against its Achrocidin prod
ucts.18 Judge Coffin, s itting  alone as the m otions judge for the F irst 
Circuit Court of Appeals, denied the m otion for a stay  on the grounds 
th a t the petitioner was unlikely to prevail on the merits. H is opinion 
fully reviewed Cyanam id’s argum ents as to the m erits of its position 
and rejected them. Thus, the Cyanamid decision further closed the 
tim e gap by denying m anufacturers the ability  to continue to  m arket 
their product during the pendancy of the appeal from the A gency’s 
w ithdraw al order.

In October 1971, based on the Upjohn and Pfizer decisions, the 
Agency published its general policy statem ent on fixed-combination 
prescription products.16 17 Here, the Agency made its job easier by us
ing judicial decisions to  establish an Agency policy tha t aided in re
m oving ineffective com bination drugs from the m arket.

Hardest Job
W ith  the hardest job behind it, the Agency really stubbed its toe 

when it got to the “easy’’ cases—w ithdraw al of nonantibiotic drugs 
found to be ineffective by the NAS-N RC review panels.

In A ugust 1968, U SV  Pharm aceutical C orporation filed a suit for 
declaratory relief in the E astern  D istrict of V irginia seeking to invali
date the F D A ’s intended w ithdraw al of U S V ’s bioflavinoid products.18

U S V ’s suit raised an entirely  new challenge to  the A gency’s with
drawal procedures on grounds different from those posited in the an ti
biotic cases. I t  claimed th a t its products were not “new drugs’’ w ithin 
the m eaning of the Food, D rug  and Cosmetic Act. It said th a t its 
products were “grandfathered” under the transition  provisions of the

16 21 U. S. C. 355 (h ).
10 American Cyanamid Co. v. Richard

son, CCH F ood D rug Cosmetic L aw  
R eporter f  40,616, 456 F. 2d 509 (CA-1
1971).

17 36 F. R. 20038; 21 C. F. R. 3.86.
18 U SV  Pharmaceutical Corp. v. Secre

tary, Civil No. 491S-A (D C  Va. E. D 
1968).
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1962 am endm ents19 and therefore not subject to  the efficacy require
m ents of the sta tu te  or to the a ttendan t requirem ents of producing 
adequate and well-controlled investigations of efficacy to support con
tinued m arketing. U SV  sought a declaration th a t its products were 
exempt from the regulatory  w ithdraw al procedures. A fter the District 
C ourt’s ru ling  th a t the drugs were exem pt from efficacy review under 
the 1962 am endm ents, the F ourth  Circuit reversed, holding th a t the 
products could not qualify for exem ption.20

“ Me Too” Drugs
In  South Carolina, more trouble was brewing. A group of drug 

m anufacturers and d istributors of drugs containing pentvlenetetrazol 
an d /o r nicotinic acid brought suit challenging the applicability to 
their products of w ithdraw al proceedings by the Agency against NDA 
holders of drugs w ith these ingredients. T hey  based their claim on 
the fact th a t their products were not ND A  drugs, although they  con
tained the same active substances.21 The D istrict Court entered an 
order remanding the case to the Agency to determine w hether the drugs 
were “new drugs.” Thus, the question of the status of “me to o ” drugs 
under the D E S I review program  was brought into focus. The Agency 
adopted the position th a t “me too” drugs were subject to the effects 
of any w ithdraw al order against NDA s for drugs of the same compo
sition. The District Court held that the declaratory action was properly 
before it and th a t it could determ ine w hether plaintiff’s drugs required 
NDAs in order to  be lawfully m arketed. But the court found con
current jurisdiction with the FD A  and held th a t the Agency “as the 
more able a rb ite r” should hold adm inistrative hearings to resolve the 
issue. T he F ourth  Circuit Court of Appeals reversed, holding th a t the 
Act conferred no jurisdiction on the FD A  and th a t the D istrict Court 
had to resolve the issues.22

H ynson, W estco tt and D unning brought suit in the D istrict Court 
in M aryland for declaratory relief from the proposed w ithdraw al of 
NDAs for L utrex in  and T rexinest on the grounds tha t the products 
were not new drugs, or, alternatively, th a t there was not a lack of sub-

19 Sec. 107(c)(4), P. L. 87-781; 21 
U. S. C. A. Sec. 321 note (1970 E d .).

20 U SV  Pharmaceutical Corp. v.
Richardson, CCH F ood D rug Cosmetic 
L aw  R eporter -fl 40,717, 466 F. 2d 455
(CA-2 1972).

21 O’Neal, Jones and Feldman, Inc. ct 
at. v. Richardson. No. 70-1001 (D C 
S. C.3.

22 Benter Pharmaceuticals Inc. v. 
Richardson, CCH F ood D rug Cosmetic 
L aw  R eporter 40,665, 463 F . 2d 363 
(CA-4 1972).
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stantial evidence for the efficacy of the drugs.23 The D istrict Court 
dismissed, holding th a t the issues presented were w ithin the prim ary 
jurisdiction of the Agency. The Fourth  Circuit reversed on the grounds 
that, among other things, the submissions proffered by H ynson were of 
sufficient character to raise questions of fact w arran ting  a hearing.24 
So, after all the victories in the tough cases, the Agency was faced 
w ith its first situation in which a hearing would have to be held before 
the final order of w ithdraw al. Judge L atcham ’s caveat in the PM  A. 
case, concerning the specific case where a hearing would be required, 
had finally come true.

The stage was now set for the Suprem e Court to resolve the 
Agency’s regulatory  mechanism  established to  im plem ent the 1962 
am endm ents to the Act.

Supreme Court Bag
One m ore case was added to the Suprem e Court bag. W hile the 

Second C ircuit had upheld the w ithdraw al of Ciba’s R itonic products, 
Ciba had also filed a declaratory action in New Jersey seeking to have 
the  drugs declared exempt from the new drug provisions by virtue of 
the  “grandfather clause” of the 1962 am endm ents.25 Judge Augelli dis
m issed the suit on the defendants’ m otion th a t the Court lacked ju ris 
diction over the subject m atter because the issues were prim arily 
vested in the Agency. The Third  Circuit affirmed.26

On June 18th, 1973, the Suprem e Court ra ther tig h tly  tied all of 
the  loose ends together and gave the FD A  an extensive victory. The 
Agency’s rules were more thoroughly vindicated than  even we who had 
defended its actions all along dared hope for. All of the legal issues 
the Agency had argued to  the courts for alm ost four years were upheld.

However, the Suprem e Court affirmed the F ourth  C ircuit’s view 
th a t H ynson, W estco tt and D unning was entitled to an adm inistrative 
hearing on w hether H ynson’s subm issions were adequate and well- 
controlled under the regulations. T he reason given was th a t there was 
a “contrariety  of opinion w ithin the Court concerning the adequacy 
of H ynson’s subm ission.” In  addition, the Suprem e Court indirectly 
upheld the Agency’s pending over-the-counter (O T C ) drug review in 
the  Bentex decision.

23 H ynson, W estcott and Dunning, Inc. 
v. Finch, No. 2112 (D C  Md.).

24 Hynson. W estcott and Dunning, 
Inc. v. Richardson, CCH F ood D rug
Cosmetic L aw  R eporter ff 40,666, 461
F. 2d 215 (CA-4 1972).

25 Ciba Corporation v. Richardson, No. 
1210-70 (D C  N. J. 1970).

26 Ciba Corporation v. Richardson. 
CCH F ood D rug Cosmetic L aw  R e
porter f  40,676, 463 F. 2d 225 ( CA 3 
1972).
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Summary Judgment Procedures
But, the Agency’s summary judgment procedures almost foundered 

in another appellate proceeding before the Suprem e Court decisions. 
Again it was U S V ’s bioflavinoids. D uring the pendency of U S V ’s 
declaratory judgm ent suit, the FD A  w ithdrew  the NDA s for U S V ’s 
bioflavinoid drugs since there was no stay  in effect. USV immediately 
petitioned for review of th a t order in the D. C. Circuit. T hat court 
found th a t the procedures followed by the Commissioner in w ithdraw 
ing the NDAs “were fundamentally defective.’’ The court went a big 
step further and held th a t the sum m ary judgm ent rule required the 
Commissioner to come forward with at least a “prim a facie case’’ for 
denial of a hearing.27 This decision appeared on its face to force a 
radical alteration in the A gency’s procedure for w ithdraw als. One of 
the problem s was tha t the USV situation was highly com plicated by- 
procedural difficulties as well as by inarticulately^ drafted Federal Reg
ister notices. In October 1970, when the Commissioner issued his final 
order for the bioflavinoid products, the language was far from the in
creasingly^ more sophisticated Federal Register notices published by the 
Agency after a few of the decisions had been announced by- the circuit 
courts. Because the facts in U SV  did not enhance the governm ent’s 
position, no petition for certiorari was sought. But the Suprem e Court 
subsequently saved the day anyway.

W hen the opinions of the Supreme Court spelled out the Agency’s 
authority , the decision not to go fer certiorari in the second U SV  case 
was justified. In the Hynson decision, the Supreme Court said, “The 
drug m anufacturers have full and precise notice of the evidence they 
m ust present to sustain their NDAs, and under these circum stances 
we find the FD A  hearing regulations unexceptional on any sta tu to ry  
or constitutional ground.” The D. C. Court of Appeals holding in U SV  
seemed to be significantly- undercut, if not entirely vitiated.

Resounding Victory
Less than three years after the Delaware District C ourt’s decision, 

and only- four years after the D E S I program  of removal of ineffective 
drugs had gone into high gear, the FD A  had gained one of the most 
resounding victories ever achieved for an agency-’s adm inistrative pro
cedures.

" 'U S V  P harm aceutica l Corp v. L aw  R eporter 40,717, 466 F. 2d 455 
Richardson. CCH F ood D rug Cosmetic (CA DofC 1972).
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However, the  D. C. Circuit had not had its final say on the sub
ject. A cting under its sum m ary procedures, the Agency w ithdrew , in 
1973, New Anim al D rug  A pplications for diethylstilbestrol, commonly 
known as DES. T he D. C. Circuit, while re treating  som ewhat from its 
“prim a facie case” requirem ent, held th a t the m anufacturers of D E S 
had not been provided adequate notice for the grounds stated by the 
Agency for the w ithdraw al orders.28

Then, the sam e court spoke again on the same subject in the 
spring of 1974 in its Cooper Laboratories decision.29 A m ajority  of the 
panel supported the A gency’s procedure in the Cooper case and appar
ently  laid the ‘‘prim a facie case” problem to its proper rest. But Judge 
Leventhal w rote a vigorous dissent. W hile acceding to the Supreme 
C ourt’s ru ling  in Hynson, Judge Leventhal was still of the view th a t the 
F D A ’s procedures for sum m ary w ithdraw al were not fair to the drug 
m anufacturers.

Meanwhile the Agency, heeding the sharp questioning of the Su
prem e Court at oral argum ent on the drug cases in April 1973, and 
the setbacks of the Hess and Clark and Chcmetron decisions, revised its 
regulations som ewhat as to the mechanics of its hearing regulations.30

Rebuttal
The PM A, joining as amicus for the first time in Cooper’s petition 

to  the D. C. Circuit for a rehearing, b rought the new regulations into 
question. The petition was denied31 and Judge Leventhal w rote th a t 
the modified sum m ary judgm ent procedures of the Agency would 
operate to correct the problem s the D. C. Circuit found in Hess and 
Clark. Essentially, the modified regulations require the Commissioner 
to set forth his findings and conclusions in detail when denying a 
hearing. More im portantly, where no detailed regulations exist, the 
Com m issioner’s findings m ust be given to the person requesting a 
hearing for rebuttal. The rebuttal must then be analyzed by the Agency 
and answered before a w ithdraw al order can be issued

28 Hess and Clark ct at. v. F D A , CCH 
F ood D rug Cosmetic L aw R eporter 
IT 41.073, 49.5 F. 2d 975 CCA DofC
1974) and Chcmetron Corp. et. al. v. 
H E W  et a!., CCH F ood D rug Cosmetic
L aw  R eporter f  41,074, 495 F. 2d 995
(CA DofC 1974).
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28 Cooler Laboratories. Inc. v. Com
missioner. CCH F ood D rug Cosmetic 
L aw R eporter j[41,128, 501 F. 2d 772 
CCA DofC 1974).

30 39 F. R. 9750 (M arch 13, 1974).
31 Slip Opinion, June 26, 1974.
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W hile the Suprem e Court decisions seemed to lay all the issues 
to rest, the question of the adequacy of subm issions to support efficacy 
and thus w arran t the F D A ’s g ran ting  a hearing is som ewhat cloudy 
at this point. Since the Suprem e Court required a hearing for Hynson’s 
subm issions, the T hird  Circuit in the Squibb case32 could not decide 
w hether Squibb’s subm issions were sufficient to  w arran t a hearing. 
The court rem anded the w ithdraw al of N DA s for Squibb’s diuretic- 
potassium  drugs to the Agency for further proceedings.

Innovative Approach
In the m idst of the cases involving D E S I w ithdraw als, the FD A  

had a changing of the guard. W illiam  Goodrich, the first and only 
A ssistant General Counsel for food and drugs (essentially the F D A ’s 
general counsel) retired. Mr. Goodrich cannot be given enough credit 
for his vigorous and innovative approach to the enforcem ent of the 
Food, D rug  and Cosmetic Act. U nder his regime, the courts ham 
mered out the precedents for the Agency’s actions. Rut most im por
tant, his sum m ary judgm ent regulations are a landm ark, now fully 
vindicated by the highest court in the land.

H is successor, P eter H u tt, who arrived in Septem ber of 1971, has 
developed a different approach. The Federal Register has now become 
the most im portant tool of the FDA. In announcing Agency regula
to ry  action, the Federal Register notices now contain lengthy and exten
sive com m entary and justification by w ay of pream ble to the proposed 
regulations. Those of us who deal with them  know these notices as 
“P eter Pream bles.” I cannot improve on the comments, already ren
dered on these notices, by the distinguished elder statesm an of our 
Food and D rug  Bar, Thom as A ustern .33 I commend his comments 
to you.

Peanut Butter Hearings
A fter this lengthy discourse, I suppose some sum m ing up is ap

propriate. The developm ents of the F D A ’s regulatory  procedures over 
the last few years give rise to  several conclusions. F irst, I th ink tha t

s"! E. R. Squibb & Sons. Inc. v. W ein- 33 H . T hom as A ustern, “The Regu-
berger, CCH F ood D rug Cosmetic L aw  la to ry  Gospel A ccording to  St. P e te r,” 
R eporter 40,993, 483 F . 2d 1382 (C A -3 29 F ood D rug Cosmetic L aw  J ournal
1973). 316 (June 1974).
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the era of p rotracted  regulatory  proceedings at the FD A —such as the 
peanut b u tte r and vitam in hearings—are over. I t appears th a t the 
Agency is m oving to procedures th a t call for com m ents on proposed 
regulations by way of extensive w ritten  submissions. The food and 
drug  industry  will have to m arshal its evidence and argum ents and 
present them  in w riting  ra ther than  via cross-exam inations in a trial 
setting. Secondly, I th ink th a t we will see less court developm ent of 
Agency au thority  and more reliance on the regulatory  mechanism of 
Federal Register notice, comment and promulgation. Subsequent court 
challenges to the A gency’s regulations will be more difficult because 
there  will be a be tte r adm inistrative record m ost effectively sum m ar
ized and set forth in the Federal Register. Courts will be more loath to 
d isturb  the Agency’s well-docum ented conclusions.

I suspect th a t the real answ er is th a t we will all have to wait and 
see w hat develops. T hat is w hat makes practicing law in this area so 
fascinating.

I should note th a t the case law and the procedures to  date have 
been concerned w ith those drugs found to be ineffective. H ow  the 
Agency will deal w ith the “possibly effective” and “probably effective” 
drugs is not clear at th is time. I would assum e tha t m anufacturers 
whose drugs are in those categories are presently  conducting adequate 
and well-controlled investigations to  support their drugs. [The End]
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Recent Procedural Developments 
in FDA Regulations and 

Legislative Proposals
By DAVID A. SELIGMAN

Mr. Seligman Is a Member of the New York and New Jersey Bars.

TH E  A SSIG N M E N T  FO R  T H IS  P R E S E N T A T IO N  was to re
view and comment upon recent procedural developments, both in 

new Food and D rug A dm inistration (F D A ) regulations and in im
portan t pending legislative proposals, which reflect new or innovative 
approaches to regulation of the drug industry.

R ather than  attem pting  a “survey” presentation, I thought it 
m ight be b etter to concentrate basically upon certain questions which 
I believe are presented in the regulations concerning the “require
m ents of notice of opportunity  for hearings” and the “class” approach 
to drug regulation as exemplified by the over-the-counter (O T C ) re
view. I will finish with a few com m ents on expected fu ture develop
ments.

The “D rug  Am endm ents of 1962,’-1 amended the Federal Food, 
D rug and Cosmetic Act to require the refusal of approval of a new 
drug application (N D A ) if there was “. . . a lack of substantial evi
dence th a t the drug will have the effect it purports or is represented 
to have under the conditions of use prescribed, recommended or sug
gested in the proposed labeling thereof.”2

“Substantial evidence” was defined as “evidence consisting of 
adequate and well-controlled investigations, including clinical investi
gations, by experts qualified by scientific tra in ing  and experience 
to evaluate the effectiveness of the drug involved. . . ,”3

‘ P. L. 87-781, 76 Stat. 780 (O ct. 2 P. L. 87-781, Sec. 102(c) am end- 
10, 1962). ing 21 U. S. C. Sec. 355(d).

3 See footnote 2.
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D rugs whose N DA s had been allowed to become “effective”4 5 
prior to  the 1962 am endm ents had a period of tw o years before they 
could be questioned as to lack of “substantial evidence” of effectiveness.3

A lthough the FD A  first attem pted  to review such pre-1962 drugs 
utilizing its own resources, only small progress was made. On June 
17, 1966, a contract was signed by the FDA with the National Academy of 
Sciences-National Research Council (N A S-N R C) for a drug efficacy 
study .6

As a result of the efficacy review of drugs approved prior to 
1962, a num ber of suits between the Agency and industry  arose. 
These resulted  in decisions changing m any concepts and procedural 
aspects of d rug law. Included am ong these cases were four decisions 
of the Suprem e Court issued on June 18, 1973 (the Hynson,7 Bentex,8 
Ciba9 and U S V 10 cases), a decision of the Court of Appeals for the 
D istric t of Columbia involving USV Pharm aceutical Corporation,11 
as well as the Hess and Clark,12 Chemetron,13 and Cooper14 cases, 
am ong others. These suits have been well com m ented upon in the 
past by a num ber of individuals15 and I will only briefly m ention a 
few of the cases in direct relation to specific points.

4 21 U . S. C. 505, prior to D rug 
A m endm ents of 1962, allowed an N D A  
to become “effective” sixty days af
te r its filing date, ra ther than  requiring 
specific approval.

5Supra  note 1, Sec. 107 (c)(3 )(B ).
6 “D rug  Efficacy S tudy,” Final R e

po rt to the Com m issioner of Food and 
D rugs of the FD A  from  the Division 
of M edical Sciences, N ational R e
search Council (1969)'.

''W einberger v. Hynson, W estcott and 
Dunning, Inc., CCH F ood D rug Cos
metic L aw  R eporter ff 40,930, 93 S. Ct. 
2469, 412 U. S. 609 (1973).

8 Weinberger v. Bentex Pharmaceuti
cals, Inc., CCH F ood D rug Cosmetic 
L aw  R eporter If 40,932, 93 S. Ct. 2488, 
412 U. S. 645 (1973).

9 Cioa Corp. v. Weinberger, CCH F ood 
D rug Cosmetic L aw  R eporter fl 40,933, 
83 S. Ct. 2495, 412 U. S. 640 (1973).

10 U SV  Pharmaceutical Corp. z>. W ein
berger, CCH F ood D rug Cosmetic L aw
R eporter 1f40,931, 93 S. Ct. 2498, 412
U. S. 655 (1973).

11 U SV  Pharmaceutical Corp. v. Secre
tary of H E W , CCH F ood D rug Cos
metic  L aw R eporter If 40,717, 466 F. 
2d 455 CCA D ofC 1972).

12 H ess and Clark. Division of Rhodia, 
Inc. v. F D A , C C H  F ood D rug Cosmetic 
L aw  R eporter 1(41.073. 495 F. 2d 975 
(1974).

13 Chemetron Corp. ct ah v. H E W , 
C C H  F ood D rug Cosmetic L aw  R e
porter If 41,074, 495 F. 2d 995 (1974).

11 Cooper Laboratories, Inc. v. The 
Commissioner of the F D A , CCH F ood 
D rug Cosmetic L aw  R eporter 1 41,128, 
CA DofC, No. 72-1866 ( April 19, 1974).

15 Levine, “Recent ‘New D rug ’ L iti
gation Involving the Grandfather Clause’ 
and Hearing Rights,” 28 The Business 
Lawyer 769 (1973); McM urray, “Legal 
Update Overview of Recent Judicial and 
R egulatory  D evelopm ents in Rx and 
O TC Law,” presented at Pharmaceutical 
Update IV, May 22, 1974. See also “1973 
Court Cases Involving Rule-making: Im 
plications for Federal Regulations,” 28 
F ood D rug Cosmetic L aw  J ournal 661, 
et seq. (Nov. 1973).
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FDA Hearing Regulations
On Decem ber 21, 1973, the FD A  published proposed regulations 

in the Federal Register16 entitled “Proposed Requirem ents for Notice 
of O pportunity  for H earing and A ppearance.”

As stated  in the pream ble to  these proposed regulations,17 the 
purpose of the revision was . . in order clearly to set forth . . . (the) 
principles established by the Suprem e Court Decisions.”

T he proposed regulation provided t h a t : “T he notice . . .  of an op
portun ity  for a hearing . . . will sta te  the reasons for . . . (the Com
m issioner’s) action and the grounds upon which he proposes to issue 
his order.”18

The regulations then provided th a t if the request for hearing in 
response to th is notice did not present a substantial issue of fact, a 
hearing would be denied.19

Com m ents20 filed concerning the lack of specificity required in a 
notice of opportunity  for hearing under this provision, and the failure 
of the provision to  follow the holdings of the courts in U SV, Hess and 
Clark, and Chemetron concerning the degree of specificity required in 
such notices, in order for the Com missioner to exercise sum m ary 
judgm ent in denying a hearing (Cooper had not yet been decided), re
sulted in an unusual approach by the FDA to th is notice provision.

The final regulations now provide for two types of notice of op
portun ity  for h ea rin g :

(1) a general notice, stated to be “. . . sufficient to initiate 
a hearing, but . . . not sufficient im mediately to initiate sum m ary 
d is p o s i t io n a n d

(2) a specific notice.21

Specific Notice
The specific notice could either refer “. . . to specific requirem ents 

in the sta tu te  and regulations w ith which there is a lack of compliance, 
or . . . (provide) a detailed description and analysis of the specific 
facts resulting  in the notice.”22

16 38 F. R. 3S024.
17 38 F. R. 35024, preamble paragraph 

number 6.
18 Supra note 16, proposed regulations 

21 CFR 130.14(a), 146.1(d) (1).
19 Supra note 16, 21 C F R  130.14(f) 

as proposed.20 Com m ents dated March 26, 1974,
filed by the Pharmaceutical Manufac

tu rers Association (P M A ), pp. 3, 4 and 
5.

2139 F. R. 9750 (M arch 13, 1974), 
preamble to regulations, 21 CFR 130, 
146.

22 21 C FR  130.14(a)(1), now 314.- 
200(a)(1). See also 21 C FR  146.1, now 
430.30(d)(1).

PA G E 398 FOOD DRUG C O SM E T IC  L A W  JO U R N A L ---- J U L Y , 1975



Certain questionable points yet remain, however, on the notice 
provisions in these regulations. F irst, although the pream ble states 
th a t a specific notice referring to  specific regulations (ra ther than  
one analyzing all the facts in detail) is sufficient for sum m ary judg
m ent under Hynson,23 I question w hether th is point was sufficiently 
focused on and would be upheld as such “sufficient notice” except in 
perhaps an unusual case.

W ith  respect to  th is point, the pream ble itself quotes from Hess 
and Clark:24
“H ynson in effect reaffirms the propriety  of adm inistrative sum m ary judgm ent, 
if taken in a context w here the pleadings on their face ‘conclusively’ show that 
the hearing  can serve no useful purpose. I t  did not overturn  U S V ’s require
m en t th a t the agency m ake some show ing as a predicate for sum m ary adjudica
tion. I t  ra ther found th a t such a show ing and predicate was supplied by p a r
ticularized regulations setting  forth  precisely w hat the m anufacturer was re
quired to  supply a n d  b y  f in d in g s  th a t  th e  s tu d y  a d d u c e d  iv a s  c o n c lu s iv e ly  d e fic ie n t.” 
(E m phasis supplied .)25

A second point in question is the section of the regulation which 
provides t h a t :
“W here a general or specific notice of opportun ity  for hearing is used and the 
person(s) requesting  a hearing subm its data or inform ation of a type required 
by the statute and regulations, and the D irector of the Bureau of D rugs con
cludes th a t sum m ary judgm ent against such person(s) should be considered, he 
shall serve upon such person(s) by registered  mail a proposed order denying a 
hearing .”26

However, there is no requirem ent in the regulations th a t this 
order responding to  a request for hearing, after a general notice, be 
specific either as to  the factual basis or even the regulatory  basis for 
th e  proposed sum m ary judgm ent proceeding.

W e do note th a t the pream ble to the regulation s ta tes : “. . . in 
order to  deny a hearing the Com missioner m ust review the analysis 
subm itted  by the person requesting the hearing and m ust reply to 
each specific contention m ade.”27

T his brings up the  legal significance of a pream ble to a regula
tion  which, as is noted later, will be covered by the FD A  in procedural 
regulations scheduled for fu ture publication.

Identical, Related and Similar Drugs
A nother question concerns the  provisions of the regulation on 

“ identical, related and sim ilar” drugs.

23 S u p r a  note 21, p. 9751. 20 21 C FR  130.1 4 'g ) (3), now 514.-
24 S u p r a  note 12. 200(g)(3). See also 21 C FR  130.14(g)
25 S u f ir a  note 21, p. 9751. (2), now 314.200(g) (2).

27 S u p r a  note 21, comment 2, p. 9754.
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These regulations provide t h a t : “A notice of opportun ity  for 
hearing encompasses all issues re la ting  to the legal s tatus of the drug  
product (s) subject to it, including identical, related, and sim ilar 
d rug  products as defined in Sec. 130.40.”28

Section 130.4029 defines identical, related, or sim ilar drugs as in
cluding :

. . o ther brands, potencies, dosage forms, salts, and esters of the sam e drug 
m oiety as well as of any drug m oiety related in chemical structure  or known 
pharm acological properties. W here experts qualified by scientific tra in ing  and 
experience to evaluate the safety and effectiveness of d rugs w ould conclude 
th a t the findings in a drug efficacy notice or notice of opportun ity  for hearing 
concerning effectiveness are applicable to an identical, related, or sim ilar drug 
product, such product is affected by the notice.”

The pream ble to the regulations cites Hynson and North American 
Pharmacol?-0 as the authorities endorsing the “identical, related or 
sim ilar” drug provision in these regulations.

On th is point, the Court in Hynson spoke o f : “A generic d rug . . . 
which is found to be unsafe an d /o r lacking in efficacy . . . m ay be 
m anufactured by several persons or m anufacturers.” (Em phasis sup
plied.)

The Court then w ent on to say tha t the F D A : . m ay issue a
declaratory order governing all drugs covered by a particular N. D. A .” 
(Em phasis supplied.)

“ Me Too” Drugs
In  N orth American Pharmacol, the Court continually referred to 

“me too” drugs. In  discussing the sufficiency of the notice involved in 
the litigation, the Court s ta te d :
“Since the ‘m e-toos’ are rid ing on the backs of the N D A ’s and thus vicariously 
receive the benefits of the N D A ’s approval, it is incum bent upon the ‘m e-too’ 
drug m anufacturers to  keep advised of the sta tus and the validity of the N D A ’s 
th a t form  the basis for the m anufacture and distribution of their ‘m e-too’ product.

“N otice in the Federal Register is calculated to reach all such ‘m e-too’ m anu
facturers who, because of their dependence for validity upon the N D A ’s, should 
be required . . .  to keep abreast of the FD A  regulations affecting their p roducts.”

The courts in these instances were speaking clearly of “me too” 
or generic drugs. T hey referred to  drugs containing the same “drug 
m oiety,” not drugs containing a “drug m oiety related in chemical 
s tructu re or known pharm acological properties.”

I believe the courts m ight very well reach a different conclusion 
concerning the sufficiency of the identical, related or sim ilar provi-

28 21 C FR  130.14( e l , now 314.200(e). 30 N o r t h  A m e r ic a n  P h a r m c c a t ,  In c . v .
20 21 C FR  310.6. H E W ,  491 F. 2d 546 (CA-8 1973).
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sion if a notice of opportunity  for hearing were attem pted to  be ap
plied to a related drug, ra ther than  a “me too” drug.

Note that the preamble to the regulation recognized a potential prob
lem with respect to the lack of specificity of the present definition of identi
cal, related or similar drugs, contained in Section 310.6 which comments:
“Possible am endm ent of th a t regulation to achieve grea ter clarity  deserves sepa
rate proposal, and should not be undertaken w ithout tim e for com m ent. A ny 
person in terested  in revision of Section 130.40 m ay subm it an appropriate 
petition specifying revised language tha t would better describe the drug 
products covered by a notice of opportun ity  for hearing.”31

The com m ents subm itted by the Pharm aceutical M anufacturers 
Association (PM A ) at the tim e Section 310.6 (then Section 130.40) 
was proposed contain a much m ore reasonable definition of the term  
“ identical, related or sim ilar.”32

Note also th a t the FD A  in the developm ent of language relating 
to “me too” drug notices used more specific, and reasonable w ording 
in a notice published in 1970. This notice s ta te d :
“Prom ulgation  of the proposed order will cause a n y  d r u g  fo r  h u m a n  u se  co n 
ta in in g  th e  s a m e  a c t iv e  in g r e d ie n ts  a n d  o f fe r e d  fo r  th e  sa m e  c o n d it io n s  o f  u se  to  be  a 
new  drug for which an approved new d rug  application is not in effect. Any 
such drug then on the m arket would be subject to  regu latory  proceedings.” 
(E m phasis supplied .)33

I believe th a t th is w ording is w ithin the com m ents of the courts 
referred to above and suggest th a t notices of opportunity  for hearing 
should contain a provision to th is effect ra ther than  the “identical, 
related or sim ilar” w ording now used.

IND Rejection Situation
An in teresting situation also exists w ith these regulations34 * and 

the F D A ’s practices as the result of a case decided in 1964, Türkei and 
Ubioticai Corp. v. F D A .SS

U pon an appeal to review the term ination of U biotica’s investiga
tional new drug (IN D ) application for an experim ental drug, the 
Sixth Circuit Court stated  :

31 39 F . R .  9758, comment 26.
32 PM A  com m ents on proposal en

titled “D rug  Efficacy Study Im plem en
tation  Notices, A pplicability of D E S I 
N otices to  Identical, R elated and Sim i
lar D rug P roduc ts,” dated April 10, 
1972.

33 35 F . R .  8405 (M ay 28, 1970),
“Notice on Certain Sulfonam ide D e
congestant N asal P repara tions.”

34 T he present situation discussed 
w ith respect to  T ü r k e i  was created 
some four years ago with the prom ul
gation of the M ay 8, 1970 hearing 
regulations, published at 35 F . R .  7250.

35 D r . H e n r y  T ü r k e i  a n d  U b io tic a  
C o rp . v . F D A ,  H E W ,  334 F. 2d 844 
(CA-6 1964).
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“ It is our in terpre tation  of the 1962 A m endm ents to the Food and D rug A ct th a t 
the r igh t of appeal to  the U nited  S tates C ourt of A ppeals gran ted  by 21 U. S. C. 
Section 355(h) applies only to  an order of the Secretary  refusing or w ithdraw ing 
approval of an application for sale and distribution of a new drug. T he denial of 
investigational exem ption does not p rohibit the processing of an application for 
d istribution  and sale of a new  drug through the sta tu torily  provided hearing and 
final adm inistrative order called for in 21 U. S. C. Section 355(b), (c), (d), (e) 
and (f)'.
“E ssentially , petitioners contend before us that requiring them to proceed with 
the New D rug  Application and hearing prior to  judicial review  is a futile exer
cise, since they contend denial is a foregone conclusion. T he answ er to  th is is 
th a t by proceeding through the N ew  D rug  Application procedure and h ea r
ing, an adequate record for review  will be developed in accordance w ith the 
congressional intent. T he sta tu te  appears to  us to  contem plate appeal to the 
courts only after exhaustion of the adm inistrative rem edies and en try  of a final 
adm inistrative order.”

T he Court quotes the applicable section of the regulations then in 
effect36 and goes on to  state :
“In  the event a petitioner’s New D rug  Application is rejected on grounds of 
inadequacy of hum an investigational data, where an investigational exem ption 
had previously been refused, it appears tha t the m erits of such refusal could 
he a proper issue a t the N ew  D rug  Application hearing and thus be preserved 
for appellate review.
“Such an in terpre tation  of the sta tu te  and regulations appears to us also to 
be strongly  suggested by the due process requirem ents of the F ifth  A m endm ent.”

( I t  seems th a t not only industry  in terpreted  Section 355 in a par
ticular m anner.)

W ith  respect to such court appeal on rejection of an IN D , the 
general rule is: “ No one is entitled to judicial relief for a supposed or 
th reatened  injury until the prescribed adm inistrative remedy has been 
exhausted.”37

However, it has been held th a t where an adm inistrative appeal 
would be futile, an a ttem pt to exhaust adm inistrative remedies m ay 
be excused.38 F iling of an NDA after the rejection of an IN D  would, 
I believe, be clearly a futile act, as the N D A  would unquestionably 
be deficient on its face and, thus, the request for hearing would, under 
the present regulations,39 be rejected by the FDA. Therefore, hope-

38 Sec. 130.5 reasons for refusing to
file applications: “ (d) if an applicant 
disputes the finding th a t his applica
tion is incom plete or inadequate, he 
m ay make w ritten  request to  file the 
application over protest. In  such case, 
the application shall be reevaluated, 
and within 30 days of the date of 
receipt of such w ritten  request, the 
application shall be approved, or the
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applicant shall be given w ritten  notice 
of an opportunity  for a hearing on the 
question w hether the application is ap- 
provable.” 21 C FR, Sec. 130.5(d), as 
revised June 20, 1963, 28 F . R . 6380.

3‘ M y e r s  v .  B e th le h e m  S h ip - B u i ld in g  
C o rp ., 303 U . S. 41 (1938).

38 W o l f  v . S e le c t i v e  S e r v ic e  B o a r d  N o .  
16. 373 F. 2d 817.

38 See 21 CFR 314.200(g).
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fully, in view of the present hearing regulations, the rejection or revo
cation of an IND by the Agency could be appealed directly to the courts.

By the preceding comments I do not mean to imply only criticism 
of this set of regulations. The regulations do contain certain positive 
changes, such as the separation of the functions of the Commissioner 
from the Bureau of D rugs,40 in determ ining w hether a request for 
hearing sets forth grounds sufficient to ju stify  a hearing. T he separa
tion of such functions had previously been recom m ended by both the 
Am erican Bar Association (A B A )41 and the  A dm inistrative Confer
ence,42 as well as being the subject of a previously proposed regulation 
from the F D A .43

I t  is, however, noted th a t th is separation of functions, as worded, 
applies only to the initial consideration of w hether a hearing should 
be gran ted  and not to  any determ inations during, or as a result of, 
the hearing.

Regulation by Drug Class
Possibly the most im portant general regulatory  developm ent in 

drug law over the past few years is the actions by the FD A  tre a t
ing drug products by class ra ther than  by individual product. T his 
activity  commenced basically with the N A S-N RC  review.44 * A lthough 
the reports of the panels were issued on an individual NDA basis, 
the panels them selves reviewed drugs by class category. The FDA, 
on issuance of the D rug  Efficacy S tudy Im plem entation (D E S I) 
notices, included w ithin their scope at first “any such d rug”43 and 
la ter any “identical, related and sim ilar”46 drugs.

T he trea tm ent of drugs by class was a change from the  F D A ’s 
previous position of trea tin g  drugs as individual to  the party  holding 
the N D A .47

40 21 C FR  130.14(f), now 314.200(f). 
See also 39 F . R .  9745, point 3 preamble 
to  regulation re notice of opportunity  
for hearing.

41 Pendergast, “T he N ature  of Sec
tion 701 H earings and Suggestions for
Im proving  the P rocedures for the Con
duct of Such H earings,” 24 F ood D rug
Cosmetic L aw  J ournal 527 (1969), re 
porting on recommendations of Joint 
ABA Committee representing the Sec
tion of Administrative Law and the
Food, D rug and Cosmetic Law Commit
tee of the Section of Corporation, Bank
ing and Business Law.

42 Recommendation No. 29, Adminis
trative Conference of the U. S. 1971-72 
Rep. 66 (1972). See also Hamilton, 
“Rule-Making on a Record by the Food 
and D rug Administration,” 50 T e x .  L .  
R e v .  1132 (1972).

48 37 F . R .  6107 (M arch 24, 1972).
44 S u p r a  note 6.
45 34 F . R .  5960 (M arch 24, 1969), 

“N otice on Com bination D rugs Con
tain ing Oxalic Acid and M alonic Acid 
or their E thy l E ste rs .”

46’37 F . R .  24205 (Nov. 15, 1972). See 
also 21 C FR  310.6.

47 C C H  F ood D rug Cosmetic L aw 
R eporter, f[ 71,051.09.
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Follow ing the NAS-N RC drug efficacy study, the FD A  com
menced a separate “Procedure for Classification” of O TC  drugs.48

This procedure included a num ber of innovative aspects. T he 
regulation provided first for the appointm ent of advisory review 
panels by the Commissioner “to advise him on the prom ulgation of 
m onographs establishing conditions under which O TC drugs are 
generally recognized as safe and effective and not m isbranded.”49

These panels, in an unusual step, included both industry  and con
sum er nonvoting, liaison members.

OTC Drug Review
The advisory panel for a designated category of O TC  drugs re

views data subm itted from interested persons in response to  a re
quest published in the Federal Register,50 The panel can “consult any 
individual group,” and any interested person m ay present w ritten  
data and views or “request an opportunity  to  present oral views to 
the panel.”51 The report of the advisory panel to the Commissioner, 
along with its conclusions and recom m endations, sets fo r th :

(1) a proposed m onograph establishing conditions relating to 
ingredients, labeling and other points under which the drugs in
volved are generally recognized as safe and effective (G R A SE) 
and not m isbranded (C ategory I) ;

(2) a statem ent of w hat is excluded from the m onograph on 
the basis th a t the inclusion thereof would result in the drugs not 
being G R A SE or would result in m isbranding (Category I I )  ; and

(3) a statem ent of w hat is excluded from the m onograph due 
to insufficient data (C ategory I I I ) .52

The Commissioner, after review of the panel’s report, publishes 
a proposed m onograph, covering the same points as the panel’s report 
and including the full panel report.

Sixty days are provided for comment on the proposed monograph. 
T h irty  additional days are provided for another unique feature—reply 
com m ents—which reply to com m ents made by other persons.53

The Commissioner, after evaluation of all com m ents, publishes in 
the Federal Register a “tentative final monograph”—another unusual step.

48 37 F. R .  9464. 31 21 C FR  130.301 (a) (3).
48 37 F. R .  9473, 21 CFR 130.301(a) 52 21 C FR  130.301 (a) (5).

(1 ), now 330 .10(a)(1). 33 21 C FR  130.301 (a) (6).
50 21 C FR  130.301(a)(2), now 330.-

10(a)(2).
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W ritten  objections m ay then  be filed w ithin 30 days and an oral hear
ing m ay be requested.54 An oral hearing, presided over by the Com
missioner, would then be held, if necessary. Judging from the proceedings 
on the Antacid Products,55 such a hearing would be quite brief.56

Final Monograph
The Commissioner then issues a final m onograph57 from which an 

appeal, as a final Agency action, m ay be taken to  the courts.58

The Commissioner, on his own initiative, or any interested person 
by petition, m ay propose a change in a m onograph.59 D eviations from 
the m onograph are perm itted  upon subm ission of an N D A .60

As can be seen, th is procedure falls som ewhere between a bare 
701(a)61 notice and com m ent regulatory  approach and a full trial 
type 701(e)62 hearing.

The FDA position favoring the “class” approach to regulation is 
shown by a statement made by Commissioner Schm idt:
“T he O T C  review is testing—-with every prom ise of success—th e  m onograph 
approach to regulation, i t  is dem onstrating  the feasibility, the efficiency, and the 
sheer necessity of regulation by product classes instead of by isolated product 
actions.

“T h is  procedural concept is being applied—or soon will be—in five o ther on
going p rogram s:

T he G RA S review 
M edical devices 
O ld drug regulation
Safety and efficacy review  of biologies, and 
. .  . the  vitam in-m ineral definitions.”63

Thus, the legal significance of the O TC  review and the mono
graph or class approach have broad effects, beyond the OTC review 
itself, into m any product areas subject to FDA regulation.

51 21 C F R  130.301(a)(7).
55 3 9 F . R .  1359 (1973).
56 O ’Keefe, “A Fine N ew  T w ist— A 

B rief C om m entary on the Com m is
sioner of Food and D rugs’ F irs t O ral 
H earing ,” 29 F ood D rug Cosmetic L aw  
J ournal 116 (M arch 1974).

67 21 CFR 130.301(a)(9), now 330.- 
1 0 (a )(4 ) .
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68 21 C F R  130.301(a) (10).
69 21 C F R  130.301 (a) (11).
60 21 C F R  130.301 (a) (13), now 21 

C F R  330.11.
61 21 U. S. C. 371(a).
62 21 U. S. C. 371(e).
“s Schm idt, “Com m unication as the 

Basis of R egulation ,” 29 F ood D rug 
Cosmetic L aw  J ournal 9 (Jan. 1974).
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From  the initial publication of the proposal for the OTC review, 
industry64 and counsel65 have questioned the classification of the 
m onographs as “substan tive” regulation. This concern still exists.66

T he problem  to industry  is that, if the m onographs are substan
tive ra ther than  procedural, the basis for attack  on a m onograph is 
severely restricted.

Binding Substantive Rule
A lthough the legal effect of the m onograph is not set out in the 

final regulation or in the preamble, the notice of the proposed regula
tion stated  th a t a m onograph would “constitu te a binding substan
tive rule.”67

F urther, the governm ent’s brief in Bentcx referred to the OTC 
drug review regulations as “ . .. substantive rule-making, by thera
peutic class. . . .”68

The strict legal argum ent with respect to “substan tive” versus 
"interpretive” as it stands today is significantly weaker than  when it 
was argued in some earlier papers on the subject.69

The Supreme Court in both Hynson70 and Bentex71 endorsed the 
FD A 's tak ing  action by rule-m aking procedures ra ther than on a case- 
by-case basis.

The decision of the Court of Appeals for the D istrict of Columbia 
in National Petroleum Refiners Association72 holding that the Federal 
T rade Commission (F T C ) has substantive rule-making authority  ap
pears to cover most of the points which could be made in the OTC 
m onograph argum ent. There is also the recently decided National

64 PM  A com m ents on proposal en
titled  "O ver-T he-C ounter D rugs, P ro 
posal E stab lish ing  R ule-M aking P ro 
cedures for Classification,” appearing 
in the F e d e r a l  R e g is te r  of Jan. 5, 1972 
(37 F . R .  85), dated March 2, 1972. See 
also comments of the Proprietary A s
sociation (filed March 2, 1972).

65 DiPrima, “The OTC Review—View
point of the Industry House Counsel,”
27 F ood D rug Cosmetic L aw  J ournal
532 (Sept. 1972) ; Levine. “Legal Ram
ifications of the OTC Review,” 27 F ood
D rug Cosmetic L aw  J ournal 571
(Sept. 1972).

60 See F D Ç  R e p o r ts ,  p. B-22 (May 
20, 1974) ; O'Keefe “The Over-the-Coun-

ter Drug Review—Helping the Client 
Make Decisions,” 29 F ood D rug Cos
metic L aw J ournal 262 (M av 1974).

07 37 F . R .  85. proposed 21 CFR 130.- 
301i b ) (1).

'I'1 W e in b e r g e r  r .  B e n te x  P h a r m a c e u t i 
ca l, In c ., brief for petitioner, p. 24.

" " S u p r a  note 65. See also L7ram, “The 
O TC Drug Review and Section 701(a)." 
28 F ood D rug Cosmetic L aw  J ournal 
447 (July 1973).

S u p r a  note 7. 93 S. Ct. 2469, 2480-81.
11 S u p r a  note 8. 93 S. Ct. 2488, 2492, 

2494.
7“ N a t io n a l  P e tr o le u m  R e f in e r s  A s 

s o c ia tio n  c t  al. v . F T C  e t  ah , 482 F. 2d 
672 (1973).
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Nutritional Foods Association case73 which directly discussed the FD A ’s 
rule-making authority, and referred, in footnote 7, to  the O TC  regulations 
as “of clearly substantive proportion.”

However, even if the monograph is held to be interpretive, how 
much value will th a t be? W hen you consider the am ount of tim e 
and effort spent by the panels and the F D A ; the opportunity  for 
initial input, review and subsequent comment, including an oral presen
tation, although limited, available to  interested p e rso n s; along with the 
concept expressed by the Supreme Court in Uynson. referring to the FDA 
as the “expert agency” in drug m atters; the distinction between “legislative” 
and “interpretive” with respect to these regulations shrinks considerably.

The possibility of getting  a court, even if the m onographs are 
interpretive, to reject a monograph is, I believe, clearly remote.

What Lies Ahead?
W hat developm ents can we expect in the  future with respect to 

FD A  regulations or legislative developm ents?

First, and I believe possibly most important, we have the drive 
by the FDA as exemplified by comments made by Commissioner Schmidt74 
to  obtain subpoena power com parable to th a t possessed by the FTC.
S. 2373, which passed the Senate on a unanimous vote on Ju ly  11, 1974, 
although basically concerned with foods, contains many provisions which 
also apply to drugs. Included are subpoena au thority  and au thoriza
tion for the FD A  to argue its own cases in court and to initiate civil 
but not criminal proceedings without Justice Department participation.75

As previously noted, in the quotation of the comment made by 
Commissioner Schmidt, the A dm inistration plans to review a pre
viously attem pted m onograph approach to  the  regulation of prescrip
tion drugs.76 A com m entary by the FD A  on the prescription drug 
m onographs s ta te s :
“The regulation will provide a m echanism  for all in terested  persons, including 
m anufacturers and drug trade or m anufacturers associations, to petition the 
A gency for the establishm ent of drug m onographs. T his procedure will afford 
these in terested  persons the opportun ity  to  define the conditions for m arketing

73 The National Nutritional Foods A s 
sociation and Solgar Co. Inc. v. Caspar
11'. Weinberger, Secretary of H E W , and 
Alexander M. Schmidt, Commissioner of
Food and Drug, CCH F ood Drug Cos
metic  L aw  R eporter ff 41,127, 376 F.
Supp. 142 (DC NY 1974).

71 Washington Drug and Device Letter, 
No. 277 (June 24, 1974) ; FDC Reports 
(June 17, 1974) T & G 3.

75 Food Chemical News, p. 37 (July 
IS, 1974).

70 See 33 F. R. 7762 (1968).
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the drug and to  w rite the labeling to be included in the m onograph for the 
drug. Each m onograph will be tailored for the specific d rug  which is the subject
of the m onograph.”77

Substantial Revisions
I t is also reported tha t the FD A  plans substantial revisions and 

new provisions concerning procedural regulations.

As presented to the annual convention of the  Association of Food 
and D rug Officials of the U nited States, Food and D rug  A dm inistra
tion General Counsel, P eter H u tt, said the procedural regulations will 
provide :78

(1) m ethods for petitioning the FD A  to take action or stop 
an action already begun, including rules for seeking reconsidera
tion of decisions or to obtain stays of Agency orders, pending 
Agency or court review of appeals ;

(2) procedures for institu ting  court review of adm inistrative 
actions including a determ ination of the record for ap p ea l;

(3) a m ethod for issuing binding formal advisory opinions ;
(4) procedures for conducting and m aking available records 

of conferences, discussions and m eetings with the F D A ;
(5) guidelines for the publication of drafts of proposals and 

final o rd e rs ;
(6) rules to split decision-m aking from litigating  functions;
(7) procedures covering utilization of advisory committees ;
(8) new procedures for Section 701(e) hearings plus the in

stitu tion  of o ther types of inform al hearing procedures;
(9) a document prepared by the staff of the Senate Select Com

m ittee on N utrition  which listed four types of hearings which may 
be covered in these new procedural regulations :7I)

(A) the traditional evidentiary public hearing ;
(B) a public hearing before a standing or ad hoc advisory 

com m ittee;
(C) a public hearing before the Com m issioner; and
(D ) a regulatory  hearing before any authorized employee 

of the F D A ; * 166

77 McEniry, “D rug Monographs,” 29 78 Food Chemical N e w s ,  p. 48 (June
F ood D rug Cosmetic L aw  J ournal 24. 1974).
166 (M arch 1974). F o n d  Chemical N c z v s , p. 39 (June

24, 1974).
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(10) T he legal status of pream bles to regulations, as p re
viously mentioned.

W ith  respect to these prospective hearing procedures, a note on 
“ The Judicial Role in Defining Procedural Requirem ents for Agency 
R ulem aking” in an issue of the Harvard Law Review  commented :
“W hile m ost authorities agree th a t a tria l-type hearing is norm ally inappropriate 
for rule m aking, there  is now some recognition th a t notice-and-com m ent proce
dures alone m ay not be satisfactory  in all rule-m aking situations. In term ediate  
procedures, such as legislative-type hearings or tria l-type hearings, lim ited to 
certain factual issues, m ay som etim es be useful.“80

Thus, not only do we have an interesting past in the FD A  procedural 
area, but we also have the prom ise of a very in teresting future.

[The End]

NEW LABELING REQUIREMENTS PROPOSED 
FOR ORAL HYPOGLYCEMIC DRUGS

Inform ation about potential risks of oral hypoglycem ic drugs ob
tained subsequent to  their initial approval for m arketing  has prom pted 
the Food and D rug  A dm inistration  (F D A ) to propose new labeling re
quirem ents for the drugs. T he inform ation w as obtained from  a 1961- 
1970 U niversity  Group D iabetes P rogram  study (U G D P )1 sponsored by 
the N ational In stitu tes of H ealth , involving 12 university medical centers 
and  m ore than  1,000 patients. Specifically, the study found increased 
cardiovascular disease am ong patien ts treated  w ith oral hypoglycem ics. 
An independent review  of the U G D P  study by the Biom etric Society 
concluded th a t the evidence of harm fulness was “m oderately strong," 
and that, in light of its findings, it rem ained w ith the proponents of oral 
hypoglycem ics to  conduct scientifically-adequate studies to justify  con
tinued use of such agents.

A hearing will be held by the FD A  on A ugust 20, 1975 to help re
solve the five-year controversy  around oral hypoglycem ic drugs and to 
specifically discuss the proposed labeling requirem ents. T he proposed 
requirem ents deal w ith the tw o categories of oral hypoglycem ic drugs, 
the sulfonylureas and the biguanides, with separate labeling proposed for 
each category. T he labeling would w arn physicians th a t there may be an 
increased risk of cardiovascular death in diabetic patients treated  with 
the oral drugs, and th a t th e  oral drugs are indicated for use only for 
people whose sym ptom s or blood sugar cannot be controlled by diet and 
who cannot use insulin.

T he com m ent closing date on the proposed labeling requirem ents 
for oral hypoglycemics is September 5, 1975.

C C H  F ood D rug Cosmetic L aw R eporter, 45,285

80 87 H a r v a r d  L a w  R e v ie iv  792, p. 796.
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Dancing with the Gorilla
By EUGENE I. LAMBERT

Mr. Lambert Is a Partner in the Law Firm of Covington & Burling.

1 S U S PE C T  T H A T  M O ST O F YO U  have at least some curiosity 
as to w hat a prim ate m inuet has to do with food regulation, either 

now or in the future. It has been reported th a t it was Commissioner 
Schmidt who drew the analogy between doing business with the Food 
and D rug  A dm inistration (F D A ) and dancing w ith a gorilla—one 
stops dancing when the gorilla gets tired.

The food industry, along with its com patriots in those other seg
m ents of industry  subject to the Federal Food, D rug  and Ccsmetic 
Act, is very much in the gorilla’s embrace. W hat I would like to dis
cuss is the F D A ’s use of its court enforcem ent sanctions—particularly 
criminal liability—not only to call the tune but to drag the unwilling 
company out on the floor when the FD A  says, “W altz me around 
again, W illie.”

John R. P ark  is President of Acme M arkets. H e also stands con
victed of violating the Federal Food, D rug  and Cosmetic Act in that 
he “caused” food to be held in a verm in-infested Acme Baltim ore ware
house so th a t the food was held under insanitary  conditions.

How did Mr. Park “cause” this to happen? The Government’s proof 
consisted of establishing that Mr. Park  was President of Acme and tha t 
the corporate bylaws charged him with the “general and active super
vision of the affairs, business, officers, and employees of the company.” 
U nder instructions grow ing out of a 1943 Suprem e Court case1 that 
neither knowledge nor intent was necessary for violation of the Act, 
the ju ry  returned a verdict of guilty  and the D istrict Court entered 
a judgm ent of conviction.

The Court of Appeals reversed the conviction2 and the Govern
m ent sought and was granted Supreme Court review. The case has * 839

1 U . S .  v. Dottcrwcich, 320 U. S. 277 2 U . S. r. P a r k ,  CCH F ood D rug Cos-
(1943). metic L aw  R eporter 41,167, 499 F. 2d

839 (CA-4 1974).
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been briefed and argued and will be decided before the end of the 
C ourt’s term  in June.3

Strict Criminal Liability
The case presents the issue of the use of w hat is called “strict 

crim inal liability”—guilt w ithout either knowledge of the specific 
w rongdoing or in ten t to commit it. Both Mr. P ark  and the amicus 
briefs filed by industry  associations dealt with the changes that have 
occurred since Mr. D otterw eich ran a one-floor enterprise with 26 em
ployees. The briefs focused on the necessity for proof of personal 
participation and responsibility, in addition to the need for the Court 
to spell out the scope of liability, which the Court in 1943 specifically 
declined to do.

T here was a specific attack on the wide discretion th a t the FD A  
now has, and would have, should Mr. P a rk ’s conviction be affirmed. 
As one brief put it, it is “an arrogan t assertion th a t it is proper to  visit 
the m oral condem nation of the com m unity upon one of its members 
on the basis solely of the private judgm ent of his prosecutors.” Those 
who are engaged in the production end of the food business m ight 
well ask w hether or not this case represents a law yer's theological 
tem pest in a teapot. For certainly most production personnel are fair 
gam e—indeed, probably sitting ducks—under any theory  of liability. 
Even today, however, the issue is a real one, and it is likely to become 
even more significant for the future.

An FD A  plant inspection today goes far beyond a simple visual 
sweep for patent filth and vermin. The inspector m ay well have had 
specialized train ing  in m icrobiology or mechanical engineering. The 
samples th a t are taken will be examined by FD A  laboratories for 
m inute contam ination by common filth and for cross-contam ination or 
the m igration of industrial chemicals from processing equipment.

Low-Acid Canned Foods
If the food plant m anufactures low-acid canned foods, the inspec

to r has a plum bing bible as a guide. Fie will m arch around m easuring 
the diameter of pipes and counting vent openings and other mechanical 
orifices. H e has, for the first time, access to processing records.

Before the inspector shows up, he has often gotten some back
ground inform ation (which m ay or m ay not be accurate) concerning

3 T h p Supreme Court upheld Mr. P ark ’s F ood D rug Cosmetic L aw R eporter 
conviction. ‘ See U. S. v. Park. CCH f  38,018, No. 74-215 (June 9, 1975).
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the nature of the processing in the food plant and the possible areas of 
contam ination or difficulty. He will go far beyond the so-called um 
brella good manufacturing practices (G M Ps) in providing com m ents 
on plant sanitation and m anufacturing practices.

Any adverse findings will, of course, be recorded on Form  483 
and presented to the plant m anager or some other responsible official. 
T hat step, however, is today only the beginning of corporate involve
ment. The FD A  has developed two other regulatory tools that it uses 
to  involve higher m anagem ent in individual plant inspections.

The first of these is an “inform ation le tte r.” If the plant m an
ager is not a corporate officer, the FD A  will often send a copy of 
the Form  483 to a corporate officer having supervision over the p lant 
involved. In the past, th is was done in the guise of a “courtesy” so 
th a t corporate officials were kept apprised of FD A  findings.

Information Letter
T he FD A  now uses an inform ation letter th a t requests a w ritten  

response w ithin 30 days regarding both the reason for the observed 
problem s and a statem ent of corrective m easures taken or planned.

If very serious observations are noted or if original observations 
are not corrected at a follow-up inspection, the FD A  m ay issue a 
“regulatory  letter.” This le tter puts a firm on notice th a t the FD A  is 
prepared to take cou rt action to correct w hat it believes is a violation 
of the Act. The firm is given ten  days to respond as to how the viola
tion is being corrected. This le tter is very commonly sent to the chief 
executive officer of the firm involved, and certainly not to anyone 
lower than the corporate officer responsible for the operating divi
sion involved.

Both of these regulatory  techniques are designed to  place high 
corporate officials on notice of FD A  concerns about plant sanitation 
and operating practices. Regardless of the outcom e of the Park case, 
this approach also serves to satisfy the F D A ’s internal standards as to 
the liability of a corporate official in a subsequent proposed criminal 
action. The Agency believes that, if the response includes proposed 
action th a t is not fulfilled, the officer is guilty  by reason of direct par
ticipation in the unlawful act. If the response attem pts to  delegate 
the responsibility for compliance, the corporate officer m ay be guilty  
by reason of failure to adequately supervise corporate compliance. 
Catch-22 could have as effectively taken place at 200 C Street in 
W ashington as in the European thea te r of operations.
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Pending Legislation
If the present situation leaves every food processing employee 

edgy as to w hether a U. S. m arshal will come knocking on the door, 
legislation pending in Congress can only exacerbate the situation. This 
legislation would m ultiply endlessly sta tu to ry  responsibilities and the 
criminal risks of deviation from these dem anded norms.

I am referring, of course, to the Food Safety Act, S. 641, which 
com m ands each processor to w rite his own crim inal code and never 
vary  from it, unw ittingly  or otherwise.

The bill would m andate th a t each m anufacturer commit to w rit
ing safety-assurance procedures. These procedures would :

(1) identify critical control po in ts;
(2) identify the hazards involved at these points ;
(3) require adequate controls to avoid the hazard at each point;
(4) require adequate m onitoring of the operation of these 

co n tro ls ;
(5) cover all adulteration provisions, including misuse of food 

additives, unavoidable contaminants, decomposition, and sanitation ;
(6) require th a t the procedures be reviewed and updated at 

least an n u a lly ;
(7) make those control records designated by the FD A  sub

ject to  FD A  inspection ; and
(8) require th a t any deviation from the procedures be re

ported to the Agency, as food m anufactured other than  in accord
ance with the procedures is “adu lterated .”

Those who are m anufacturers of low-acid canned foods already 
know how tigh t and long-lasting is the F D A ’s embrace when it con
ducts an establishm ent inspection for conform ity with the low-acid 
canned food GM Ps and the um brella GM Ps. The Food Safety Bill 
would extend this bureaucratic bear hug to all segm ents of the food 
industry. If the Suprem e Court upholds the F D A ’s concept of strict 
criminal liability and the F D A ’s unfettered  discretion in its applica
tions, industry  will indeed be dancing to the gorilla’s tune and in its 
em brace.4

T here has been no formal Congressional action yet on the Food 
Safety Bill. A counterpart m easure is yet to  be introduced in the

4 See footnote 2.
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House. Thus, there remains tim e for industry  to  focus its atten tion  
on the nature of criminal liability and on the relationship between the 
adoption of safety-assurance procedures and criminal liability.

Grammatical Point
V ery careful consideration also has to  be given to a gram m atical 

point of the kind that was only of interest to high school English teachers 
when I grew up—the distinction between “shall” and “should.” This dis
tinction is not drawn in the um brella GM Ps. In the low-acid canning 
food GM Ps, however, the definitional section s ta tes : “ ‘shall’ refers to 
m andatory requirem ents and ‘should’ refers to recommended or advi
sory procedures or equipm ent.” If safety-assurance procedures be
come a self-imposed criminal code, this distinction will then become 
the touchstone of per se criminal liability. Each m anufacturer will have 
to  determ ine w hat safety-assurance procedures are critical and un
avoidable in assuring the safety of the food product. Those proce
dures “shall” be carried out, and the adequacy of the safety-assurance 
plan will necessarily be m easured against w hether the right m anda
tory  procedures have been adopted.

A company should not, however, conclude th a t som ething “shall” 
be done under a safety assurance plan simply because it is company 
policy or desirable or an accepted procedure. Perhaps these “should” 
be done but it would be a wholly unnecessary expansion of criminal 
liability to insist th a t they  “shall” be done. Perhaps to th is degree 
English m ajors will end up playing a key role in determ ining whether 
corporate officers are held crim inally liable for the operation of their 
p lants in the future. [T he E nd]

FOOD SAFETY STIRS CONTROVERSY IN 
JOINT SENATE HEARINGS

In hearings on tw o bills, S. 641 and S. 1168, which would amend the 
Federal Food, D rug and Cosmetic Act to provide for the establish
m ent of food surveillance authority, the registration of food establishments, 
and the labeling of food to meet certain requirements, especially if a standard 
of identity has been issued, the Food and D rug Administration anc many 
segments of the food industry differed sharply in their assessment of the need 
for food legislation and the extent to which such legislation is required. A l
though some doubted certain provisions in the bills, none questioned their 
potential impact on food processors since, as the National Canners Asso
ciation stated, the amendments would constitute the most significant revi
sion of food regulatory provisions of the Act since its 1938 passage.

CC H  F ood D rug Cosmetic L aw  R eporter, N o. 630
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A Rose by 
Any Other Name

B y  M U R R A Y  D . S A Y E R

Mr. Sayer Is Assistant General Counsel of General Foods.

MY T E X T  FO R  TODAY is taken from W ill Shakespeare’s classic 
tragedy, “Romeo and Ju lie t.’’ The oft-quoted phrase is, of 

course: “W h a t’s in a nam e? A rose by any other name would smell 
as sw eet.’’ On various occasions in dealing with food labeling matters, 
it has occurred to me tha t if Shakespeare were w riting  today within 
the context of our regulated society, he would have to change tha t 
line to read: “W h a t’s in a nam e? A rose by any other name would 
be m isbranded.”

As you all know, the Food and D rug Act requires all foods to 
bear on their principal display panels a common or usual name, if 
there is any. W hile this m ight have been a relatively simple require
m ent when the Act was passed in 1938, with today’s advances in food 
technology, finding a name for a new food product often becomes a 
m ajor hassle. This is particularly  so since the name m ust pass regula
to ry  m uster and, as m any know from experience, the Food and 
D rug  A dm inistration (F D A ) has no poetry in its soul when it comes 
to the names of food products.

W ith this in mind, I thought I m ight address the question, 
“W hat's  in a nam e?” as it relates to food products, with particu lar 
em phasis on some of our own problem s over the years. To sta rt off, 
I would like to tell you a parable.

Once upon a time, there was a Land of Orange. The Land of 
Orange was divided into three p arts : U pper U. S . : Lower U. S. and 
Pacific U. S. T he clansmen of the three regions were related since 
they all had orange juice in their veins. At the cen ter of the country  
lay the Citadel where the Great W izard  of O range resided. It was 
the responsibility of the W izard of Orange to issue laws to all the
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clansm en and to sit in judgm ent on T o rt Feasors. For m any years, 
peace reigned throughout the land.

Instant Breakfast Drink
Then one year, the clansmen of U pper U. S. b rought forth a new 

child, conceived of as a vitam in C-fortified orange beverage powder, 
and dedicated to those who could not or would not drink orange 
juice. T he child was, after much consideration, christened w ith the 
name, “In stan t Breakfast D rink.” A t the Citadel, the W izard  of 
Orange looked at this child and m uttered, “belly w ash.” However, 
he could find no legal fault w ith it and, therefore, it waxed in strength  
until it eventually justified m any facings in the m arket.

Some years la ter the clansmen of U pper U. S. begat a new 
progeny of the same family. But this child was different from the 
previous one. Born at a time when orange juice was dear, it was 
designed to  satisfy the purse as much as the pallet. Instead of being 
a powder, it was liquid. Instead of being dry, it was a frozen concen
trate. Indeed, it looked very much like another m em ber of the 
family, frozen concentrated orange juice. A surprisingly large num 
ber of clansmen even though t the resem blance went to the very taste  
of orange juice. Yet there was no orange juice in it.

W ith  some consternation, the clansmen of U pper U. S. faced the 
problem  of w hat to name this child. At th a t time, there was a law 
of the land which decreed tha t if an illegitim ate child resem bled his 
brother, he m ust bear the name of his brother. But as a m ark of 
shame, th a t name m ust be preceded by the word “Im itation ,” of equal 
size and prom inence with the name. W hat to do? There were some 
of the clansmen of U pper U. S. who though t the resem blance was so 
strik ing th a t the child should be called “Im itation .” But m any others, 
w ith a loud voice cried, “N ay! He is as legitim ate as his brother, 
‘In stan t Breakfast D rink.’ He should not have to carry the m ark of 
sham e.” And so it was done. T he child was named “Frozen Concen
tra te  for O range-Flavored B reakfast D rink,” and was sent forth to 
slay dragons, a mere child on a k n ig h t’s errand.

Imitation Orange Juice
Alas, it was not to be. T he clansmen of Low er U. S. saw this 

child from afar. They seized him and examined him. W ith  a great 
voice they  cried, “U pper U. S.. t ’is a bastard  you have begotten and 
he does not bear the m ark of sham e.” By dog and pony, they  con-
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Teyed their findings to  the W izard  at the Citadel. The W izard  viewed 
th is  child and m uttered, “belly w ash.’’ But he agreed th a t the child 
did bear a strik ing  resem blance to  orange juice. H e therefore issued 
writs demanding that “Frozen Concentrate for Orange-Flavored Breakfast 
D rin k ’s” nam e be changed or he would be sum m arily executed. To 
save the child, the clansm en of U pper U. S. stripped him of his 
legitim acy and painted on his breastplate, in bold orange letters, the 
nam e “Im itation .”

Percentage of Juice
Subsequently, the W izard  came to  realize th a t there were m any 

little  bastards populating the countryside bearing such names as 
“ O range A de” and “O range D rink.” Since he could not elim inate 
them  all, he decided to legitim ize them. H e issued a proposed decree 
which said th a t if a bastard  had any orange juice in its veins, it could 
adopt the appropriate name prescribed by the W izard. One name 
proposed by the W izard was “ O range Juice D rink” for those having 
from 35 percent to 70 percent orange juice in their veins.

A bout this time, the clansm en of U pper U. S. brought forth 
another child which contained 50 percent orange juice. The clansmen 
were overjoyed because they  believed the child had been legitim ized 
by the W izard  and they gave it the name, “Frozen Concentrate for 
O range Juice D rink” and proudly stam ped across his breastplate, 
“Contains 50% Orange Juice.” But even before this child reached 
the m arket, the clansmen of Low er U. S. cried, “Foul, t ’is another 
basta rd .”

By the same dog and pony, the clansm en of Low er U. S. trekked 
to  the Citadel to advise the W izard  of their conclusions. T he W izard  
looked at the child and m uttered, “belly w ash,” but again he agreed 
tha t th is child should be called “ Im itation .” But, said the clansmen 
of U pper U. 3., appealing to the W izard, “W h at of the decree which 
would change the name of the child to  ‘Orange Juice D rink’?” The 
W izard  responded, “T hat decree is not yet final and, therefore, you 
m ust change the name to “ Im itation .” And so i: was done and the 
clansm en of U pper U. S. sat back to aw ait the final decree so they 
could once again change the name of this child to  “Orange Juice 
D rink.”

But th a t was not to be. For now the clansmen of Low er U. S. 
and Pacific U. S. began to engage in a great internecine struggle. 
T hrough lawyers and lobbyists, they  jousted with each other to 
have the decree changed to  favor their own children. A fter much
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juice had been shed, the W izard cried, “H o ld ! E nough! A plague on 
both your h o u ses!” He then w ithdrew  the decree and issued a new  
one in its place which said, “Call your children w hat you wish, but 
spread upon their breastp late the percentage of orange juice in th e ir  
veins.” A bout the same time, the W izard made a new discovery. 
H e perceived th a t the clansmen were not getting  enough nutrition  in 
their foods. He therefore decided to issue a new decree to the effect 
th a t a child should be called “im itation” only if it was nu tritionally  
inferior to its brother.

The clansmen of U pper U. S. could hardly believe this. H ow 
ever, they took their strongest child, pum ped him full of vitam ins 
and paraded him before the W izard. The W izard nodded solem nly 
and said, “No longer is he ‘Im itation .’ Henceforth, his name shall be 
‘O range Breakfast Beverage—C ontains 50 percent O range Juice.’ ”

H ere ends the parable, but not the story. As of now General 
Foods has th ree breakfast beverage products. One is called ‘In stan t 
B reakfast D rink,” one is called “ Im itation O range Juice,” and one 
is called “Orange Breakfast Beverage— Contains 50 percent orange 
juice.”

However, the F D A ’s new regulation which states th a t a product 
is an im itation only if it is nutritionally  inferior to the product it re
places and resembles, is based on, a t best, tenuous reasoning. W hile 
no one in industry  has argued against this new regulation, the Am eri
can Federation of H om em akers has challenged in court the appro
priateness and validity of this regulation. A district court has up
held the regulation, presum ably on the grounds th a t father, or FDA, 
knows best. T hat decision has in tu rn  been appealed to  the Court of 
Appeals. In the quite possible event th a t the Court of Appeals will 
reverse the decision, we m ay once more be pain ting  the m ark of 
shame on our 50 percent orange juice product.

Future Problems
The purpose of the parable is to dem onstrate some of the prob

lems one can run into when try ing  to find a name for a new product. 
I t is also intended to show how questions with respect to a product 
name were form erly considered and resolved by the FDA. Today, 
however, times are changing and I would like to discuss briefly 
some of the future problem s we m ay face with respect to common 
or usual names for food products.
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As indicated in the parable, selection of a common or usual name 
for a food product has been the responsibility of the m anufacturer. 
If the FD A  disagreed w ith the name, the procedure was either to call 
the m anufacturer in for a discussion to resolve the problem or to 
m ake a seizure on the grounds that the product was m isbranded. Of 
course, some product names were dictated by reason of the fact that 
standards of identity  were established for some food products. Such 
standards also included the common or usual name of the product, 
such as jam, w hite bread, mayonnaise, m acaroni and chocolate. But 
for the most part, it was the m anufacturer’s responsibility to name 
the product in a way th a t was not false and misleading. Problem s 
had to be resolved, for the m ost part, on a product-by-product basis.

However, for about three years, the winds of change have been 
blowing. In 1972, the FD A  discovered th a t they were not operating 
under an Act, but ra ther a Constitution. In a change of policy 
enunciated at the 1972 Food and D rug  Law  Institu te-Food and D rug 
A dm inistration Conference in W ashington, the FD A  stated  that, 
hereafter, instead of following the dictates of the Food and D rug 
Act. it would operate on the basis tha t it had au thority  to  do any
th ing  which was not prohibited to it by the Act. The potential im 
pact of such a philosophy is obviously trem endous since m ost laws 
regulating a given industry  are aimed at regulating the industry, not 
regulating  the regulators.

IBM Computer Run Amok
The im plem entation of th is new policy was not long in coming. 

Since January  1973, the FD A  has spewed forth new regulations in 
quan tity  equalled only by an IBM  com puter run amok. Am ong the 
m yriad new regulations is one directed to common or usual names. 
Now, in theory, regulations governing common or usual names m ight 
seem practicable. However, aside from the question of w hether the 
FD A  has legal au thority  to  impose such common or usual nam es by 
regulation, there are a num ber of problems.

F irst, it puts a straitjacket on all new products in term s of 
th e ir common or usual name if they happen to fall w ithin a given 
class. Of course, a m anufacturer can always petition the FD A  for a 
new common or usual name regulation if its new product does not fit 
the regulation name. But anyone who has attem pted the petition 
rou te is aw are of the fru stra ting  fu tility  of such a process. And, if an 
am ended regulation is finally issued, it is more often than  not the 
trad itional three-hum ped camel.
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Second, the FD A  is noted for being very literal in its approach 
to common or usual nam es; it uses w hat I sometimes call the “ 1, 2, 
bu tton my shoe, 3, 4, shut the door” approach. For example, under 
the proposed common or usual name regulation for p lant protein 
products, a form ula is set forth for nam ing such a product. To save 
you from some of the deadliest prose ever w ritten, I will give the 
common or usual name of a hypothetical product using this regula
tion to develop the name. Suppose a m anufacturer develops a syn
thetic ham slice using soy concentrate and fish flour as the major protein 
sources. U nder this regulation, the common or usual name would be 
“Artificially ham flavored tex tured  soy concentrate and fish flour 
slices.” W hen I m entioned th a t name to my wife, she alm ost gagged. 
From  the F D A ’s point of view, th is m outhful is supposed to be infor
m ative and helpful to the consumer.

Common or Usual Names
Finally, this common or usual name regulation does much more 

than  establish a name. It also requires a percentage declaration of 
any characterizing ingredients if such characterizing ingredients have 
a m aterial bearing on price or consum er acceptance. In addition, if 
the label shows characterizing, or other, ingredients not contained in 
the package, one m ust also indicate th a t as a part of the common or 
usual name. To carry  this to the ludicrous extrem e, assum e th a t the 
protein sources in the common or usual name previously m entioned 
are considered characterizing ingredients. F urther, assum e th a t the 
v ignette on the package shows mashed potatoes and peas along with 
the slice of product. T he common or usual name would become 
“Artificially ham flavored tex tu red  soy concentrate and fish flour 
slices— containing 30% soy concentrate and 15% fish flour—contains 
no mashed potatoes or peas.”

For any m arketing people, how does the name “ Im itation H am ” 
sound by com parison ?

And so we come full circle. The question which I asked at the 
beginning of this discussion—“W h a t’s in a nam e?”—m ay soon be 
the question m any m anufacturers will ask if these regulations are 
sustained by the courts and im plemented by the FD A  in its very 
literal approach to nam ing products. In closing, I would like to quote 
th a t famous line of poetry  by G ertrude Stein which goes “A rose is a 
rose is a rose.” W ould th a t this were as true for food names as for 
roses. [The End]
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How Does One Get Rid 
of a Dead Horse?

By NORMAN BRISTOL

Mr. Bristol Is Senior Vice-President and General Counsel of the 
Kellogg Company.

TH O SE  G R IZZLED  V E T E R A N S’ of the intermediate distance food 
and drug controversies will remember the frantic days of June of 1966 

which followed the publication of a Food and Drug administrator’s final 
o rder1 in which appeared for the first tim e a new regulatory  idea. This 
idea was embodied in proposed P a rt 80.2 of the Food and D rug  Act 
regulations. The operative provision was Section 80.2(c) which pro
vided, in effect, tha t a food producer m ay fortify with vitam ins and 
m inerals only a few specified foods and those with only a few nutrients 
and at relatively low levels.

The final order was said to be based on a proposal published four 
years earlier2 bu t while some of the regulations proposed in 1962 re 
appeared in 1966, th is particu lar feature was not to be found anywhere.

The next 30 days were taken up by preparation of requests for ex
tensions of time (unsuccessful) and objections. There followed a period 
of am endm ents, one reportedly to  accom m odate the Com m issioner’s 
favorite quick lunch product.3 Then the  m atter appeared to go into 
another hiatus. During this period those who thought that the philosophy 
behind Section 80.2(c) was unwise had their hopes raised too high 
that the Food and Drug Administration (FD A ) might have thought better 
of the idea.

But this proceeding was too massive, too all-encom passing, to  ju st 
lie there. M aybe there was too much tim e invested, but the th ing  had 
to  move along and the hearing got under way in 1968. In the course 
of the next tw o years, counsel supporting the regulation were able to

1 31 F. R. 8521 (June 18, 1966). 3 31 /•'. R. 15476 (Dec. 14, 1966).
227 F. R. 5815 (June 20, 1962).
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offer testim ony such as tha t of a practicing physician who, based on 
the comments of his patients, thought the regulation was reasonable. 
Also heard was the testim ony of a person who sat in a consum er co
operative retail store and heard com plaints and extraneous com m ents 
of custom ers, and the testim ony of an expert who stalked out of the 
hearing during cross-exam ination.

Qualified Support
Those persons who can be considered to be responsible professionals 

testify ing in their fields of expertise were generally opposed to this 
regulation. Those who offered support offered only qualified support.

T he hearing finally ended tw o years later and the whole m atter 
again returned to the cocoon. Opponents of the idea waited to see 
w hat kind of a moth, if any, would come out.

I t took a while but in the Federal Register of January 19, 1973, the 
Commissioner dropped an equivocal shoe. He

“. . . concluded that it would be in the public interest to develop regulations for 
such foods utilizing the approach of establishing nutritional quality guidelines 
for certain classes of foods, including those to which vitamins and/or minerals 
may be added. These guidelines may replace the approach of developing standards 
for these foods as originally proposed in the form of 21 CFR 80.2. . . . The 
Commissioner is deferring final action on 21 CFR 80.2 until experience is gained 
under [nutritional quality guideline]."1

Even for those who were up to their ears in dealing with other 
m atters in th a t January  19 Federal Register, this was a fair warning 
that, failure of proof aside, the FDA was going to prescribe fortification 
content one way or another.

Moreover, there was a specific reference at this time to the 1971 
publication of proposals for a general regulation on nutritional quality 
guidelines and a specific regulation on heat-and-serve dinners.* 5

Nonconforming Products
These proposals m ay have seemed relatively harm less at the tim e 

they were published. Com ments as reported by the Food Chemical 
Neius seem to have been alm ost entirely devoted to problems wkh re
spect to the nu trien ts and levels in the heat-and-serve dinner pro
posal.6 However, the regulation adopted provided for a harsh label 
statem ent w ith respect to  nonconform ing products in the guideline

1 38 F. R. 2144 (Jan. 19, 1973). "Food Chemical News, p. 65 (Jan. 1,
5 36 F. R. 24822 (Dec. 23. 1971). 1973).

FOOD DRUG C O SM E T IC  L A W  J O U R N A L ---- J U L Y  1 9 7 5PA G E 4 2 2



class of foods.7 B ut the full im pact of the F D A ’s plans was not re
vealed to the world until the Federal Register of June 14, 1974 in which 
were published proposals for nutritional quality guidelines for breakfast 
beverages,8 hot breakfast cereals,9 formulated meal replacements,10 main 
dish products,11 ready-to-eat breakfast cereals,12 and, most important and 
sweeping, General Principles Governing the A ddition of N utrients 
to  Foods.13

This last proposal includes an am endm ent to the earlier pro
m ulgated general regulation on guidelines. The essence of the scheme 
is th a t no nonguideline, nonstandardized food m a y  be fortified except 
to  restoration levels unless its label contains the statem ent th a t the 
addition of those nu trien ts has been determ ined by the U nited States 
Governm ent to  be unnecessary and inappropriate (which is not true  
since the Governm ent has, at this point, made no determ ination at 
all) and does not increase the dietary  value of the food (which m ay or 
m ay not be true  depending on a wide range of variab les).14

The proposed regulation requires a corresponding crepe label 
statem ent if the class of food covered by a nutritional quality  guide
line is fortified o ther than  in conform ity w ith the guideline.15 W ith  
respect to  those foods, the required statem ent m ay or may not be true, 
depending on the way in which the fortification differs from the guideline.

Note here th a t the proposed regulations permit, w ithout the crepe 
label statem ent, a balanced food in which calories, protein and all the 
o ther nu trien ts are in the same proportion of the recom m ended daily 
allowance. I venture the view th a t this class of foods will remain 
small, at least for the foreseeable future, because of organoleptic, 
technological, economic and other problems.

Crepe Label Statement
T hus, the scheme is essentially the same and is against the forti

fication of foods except as prescribed by regulation. It acts against 
fortification of m any foods, including those for which the F D A  has not 
gotten  around to  w orking up a nu tritional guideline and those foods 
which are essentially new foods. W e are back where we were in 1966, 
although the current proposal is different in tha t higher levels are 
allowed. The sanction—the crepe label statem ent— is different than

•38 F. R. 6972 (March 14, 1973). 
8 39 F. R. 20895.
0 39 F. R. 20896.
10 39 F. R. 20905.
11 39 F. R. 20906.

12 39 F. R. 20898.
18 39 F. R. 20900, corrected 39 F. R. 

26747.
14 Proposed Sec. 100.1(h).
15 Proposed 100.1(f).
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the sanction under proposed P a rt 80.2 which I supposed was im ita
tion or substandard  labeling.

This is som ewhat suprising since the W hite House Conference 
recom m ended abandonm ent of P art 80.21(i and made a host of o ther 
recom m endations looking tow ard fu rther addition of nutrients to foods.

In the same Federal Register issue with this proposal, the Commis
sioner notes the W hite House Conference consensus th a t nutritional 
quality guidelines should assure a minimal nutrient content, and that 
nutrition  inform ation and food consum ption patterns are too dynamic 
to be governed by inflexible rules.* 17 H e also points to  the success of 
fortification in preventing nutritional diseases when he states that :

“. . . addition of nutrients to foods . . . have provided a safeguard in national 
diets and have been effective in reducing the prevalence of deficiency diseases in 
man}' countries. Such programs remain valuable today. . . .”18 *

H e quotes the 1968 jo int policy statem ent of the Food and N utri
tion Board of the National Academy of Sciences-National Research 
Council and the Council on Foods and N utrition of the American 
Medical Association in which they  endorse the enrichm ent, fortifica
tion and restoration of the nutritional value of foods.10 And he recog
nizes the need for flexibility when he says :
"W ith the increased use of convenience foods, fabrication of foods from new 
ingredients, and substitute foods, there is need to maintain the nutritional quality 
of diets when there are changes in food patterns.”20

He determ ines :
“. . . that a single standard of identity listing all foods to which a vitamin, mineral 
and protein may be properly added is unnecessarily inflexible in the fight of 
developing knowledge about nutrition.”21

W ith all this, one could be led to expect a flexible approach, hope
fully m aking some kind of use of the new nutritional labeling regula
tions which were then becom ing widely adopted. Plopefully it would 
allow some sort of label statem ent, which m ight enhance m arketing, 
on a product which met a guideline. But the m essage was loud and 
clear in Dr. Wodicka’s accompanying press statement that “ [nutrient] 
additions will be allowed in five w ays.” A lthough he did not say “ in 
no other w ays,” he did not m ention that two of the ways, balanced 
foods and analogs, would not be particularly  significant in the diet.

IC Recommendation No. 13 of Panel VI 10 39 F. R. 20900 (June 14, 1974).
A-2. 20 See footnote 17.

17 39 F. R. 20901 (June 14, 1974). 21 See footnote 18.
1839 F. R. 20900 (June 14, 1974).
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Irrational Fortification
And deep in the discussion are m entioned briefly those tw o regu

latory hobgoblins, “irrational fortification”22 and “horsepower race.”23 
These problem s are not defined nor are examples given of w hat they 
consist of. But w hatever these tw o phrases mean, this is all th a t 
passes for proof th a t there is need of some regulation of this sort. 
This contrasts sharply w ith the ra ther convincing showing made as to 
playing around with serving sizes on the adoption of nutrition labeling.24

I see tw o possible effects if this scheme is finally adopted. O ne 
possibility is th a t food m arketers will generally be re luctan t to display 
the crepe label statem ent. W here additional vitam ins not found in a 
guideline are being included, they  will be eliminated. W here a guide
line requires a nutrien t which cannot be incorporated in a food, all 
fortification will be eliminated. And, in the largest num ber of cases, 
there will be no guideline, and fortification will be eliminated. T he 
net result will be a reduction in the total intake of vitamins and minerals. 
T here is no way of know ing the extent of the reduction in intake o r 
the extent to which it m ay jeopardize health.

Grocery Store Shelves
The alternative m ay be more likely. Food m arketers m ay con

clude th a t the crepe label statem ent is about as effective as the w arn
ing on a pack of cigarettes, and the grocery store shelves will abound 
w ith packages declaring the presence of nu trien ts determ ined by the 
U nited  S tates G overnm ent to  be unnecessary and inappropriate and 
not increasing the dietary value of the food.

This will also be a surely unfortunate situation, leading to  an 
unnecessary loss of confidence in both the U nited S tates Governm ent 
and the food companies.

I urge the rejection of the approach represented by the once-rejected 
P a rt 80.2 and the crepe label statem ents in proposed Section 100.1 and 
in the guideline proposals. [The End]

23 See footnote 17. for fortified ready-to-eat cereals, proposed
23 39 F. R. 20899, in the discussion Sec. 100.10.

relating to a nutritional quality guideline 21 39 F. R. 20837 (June 14, 1974).
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New Concepts in 
Abbreviated NDAs

By ROBERT L. SPENCER

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

I T H A N K  T H E  FOOD AND DRUG LAW  IN S T IT U T E  for this 
opportunity  to speak at this pharmaceutical update meeting. I be

lieve th a t it is self-evident th a t program s such as this are held be
cause there are continual changes in drug laws and regulations. As 
changes occur in technical knowledge and as our experience with drug 
laws and regulations increases, it becomes obvious th a t changes are 
needed to reflect this increased knowledge and experience. The Food 
and Drug Administration (F D A ) now has under consideration a change 
in policy regarding the abbreviated new drug application (N D A ).

The present abbreviated ND A  concept grew  out of the F D A ’s 
efforts to im plement the findings of the drug efficacy study carried 
out by the N ational Academ y of Sciences-National Research Coun
cil (N A S-N R C ). Of the approxim ately 4,000 prescription drug products 
reviewed in the study, about 1,400 were found to be effective as well 
as safe for at least one indication. These drug products are the subject 
of the abbreviated NDA program .

The abbreviated ND A  program  applies to drug products with 
or w ithout previously approved NDAs. I t should be remem bered th a t 
the NAS-N RC reviewed only those products which w ent through the 
NDA preclearance process. A t the tim e of the NAS-NRC review 
there were a large num ber of d rug products w ithout NDA s on the 
m arket. These drug products were identical, sim ilar or related to  
those w ith NDA s and frequently have been referred to  as “me too” 
drugs. I t has been the consistent intention of the FD A  to apply the 
NAS-NRC efficacy findings to  these identical, sim ilar or related drug
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products, as well as to the pioneer drug products specifically reviewed 
in the drug efficacy study.

Regulatory Mechanism
To apply the findings of the drug efficacy study to drugs rated 

as effective, a new regulatory  m echanism had to  be devised. Full 
NDAs contem plated by Section 505(b) of the Federal Food, D rug  
and Cosmetic Act were determ ined to be unnecessary. Since the drug 
entities had been determ ined to be safe and effective for use, it would 
have been a futile exercise for new m anufacturers to develop such 
data over again and for the FD A  to review them . On the o ther 
hand, there was a reluctance to classify these products unreservedly 
as “old” drugs. Some control over these products was necessary in 
order to  assure drug  quality and to require the subm ission to  the 
Agency of certain records and reports of d rug experience. For o ther 
drug products it was considered necessary to require filing of evidence 
of bioavailability. In addition, prior to the D rug  L isting Act of 1972, 
the FD A  was not authorized by sta tu te  to conduct a census of the 
m arketplace and thereby assure th a t the efforts to im plem ent the 
findings of the drug efficacy study were broadly effective. A mechanism 
between declaring pure “old” d rug  status and requiring full N DA s 
for these drugs was adopted. This regulatory  mechanism is the 
abbreviated NDA.

The abbreviated ND A  is unique in tha t the requirem ents for sub
mission of redundant safety and effectiveness data have been deleted 
for all drugs rated as effective in the drug efficacy study. T he am ount 
and kind of data to be subm itted with respect to m anufacturer’s pro
cesses and other categories of inform ation contained in a full NDA 
have been stream lined, modified or deleted in ta iloring the abbreviated 
NDA to each particular d rug to fit the need for inform ation.

Abbreviated NDA
The drug products for which an abbreviated NDA currently  m ay 

be subm itted fall into tw o broad categories. The first and largest 
category includes drugs which are generally recognized am ong ex
perts as safe and effective for use and which present no drug quality  
problem s if m anufactured in accordance with current good m anu
facturing practices (G M Ps).

The second category consists of drug products w ith a known or 
potential bioequivalence or special m anufacturing problems. These
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d ru g  products are either especially difficult to  m anufacture or have 
been shown to have inherent characteristics which could result in 
bioequivalence problems. M ost d rug products in this category present 
po ten tial ra ther than  docum ented problem s because they  are closely 
related chemically to  a drug product w ith a docum ented problem. 
W hile there is no direct evidence to im plicate th a t d rug specifically, 
th e  FD A  believes prudence requires the position th a t an investigation 
to  clarify any bioequivalence or special m anufacturing question is 
essential to a determ ination of the safety and effectiveness of tha t 
d rug  product.

For several years the Agency has been w orking tow ard a system  
under which effective D rug Efficacy S tudy Im plem entation (D E S I) 
drugs will be regulated under “old drug m onographs.” The delay in 
im plem enting th is program  has resulted from several factors, all of 
which are related to  drug quality. W ork on an old drug monograph 
program  concentrated on devising a system  with minimum but en
forceable controls. I t was felt tha t m ost D E S I drugs could be given 
old drug status, but th a t such status should not result in an atm os
phere which could lead to either a loss of quality control or to an 
inability  to require the subm ission of needed records and reports to 
the  FDA. Accordingly, it was determ ined th a t the “old” drug status 
should be contingent upon the m anufacturer m eeting certain condi
tions. Such status will be accorded so long as the m anufacturer files 
records and reports which are specified and has the ability to produce 
a drug m eeting all labeling, composition and m anufacturing specifica
tions necessary to assure product quality.

Quality Products
P rior to  adoption of a program  classifying certain drugs as old 

drugs, it was necessary to assure th a t all m anufacturers of such drugs 
be capable of producing quality  products. To aid the m onitoring sys
tem  of the FD A  and to provide m anufacturers with a comprehensive 
quality control standard, new regulations prescribing current GM Ps 
had to be prepared.

Because the principles involved in determ ining the bioavailability 
of any drug product are central to  the issue of abbreviated N D A  ap
proval, the FD A  considered publication of bioavailability regulations 
to  be a necessary forerunner of an effective enforcement program .

It is difficult to  isolate the  abbreviated ND A  program  for other 
related  projects since GM P, bioavailability, bioequivalence, and old
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drug regulations have been considered and treated  as related parts of 
a more comprehensive regulatory program to assure drug product quality. 
Within a few weeks, there will be published in the Federal Register several 
documents related to this comprehensive regulatory program.

First, a statement of general policy under which drugs evaluated 
as effective in the drug efficacy study will be classified as “old” drugs 
as long as the drug products are m anufactured pursuant to GM P 
requirem ents set forth in applicable regulations. They m ust be labeled 
consistently with the requirem ents set forth in applicable D E SI 
notices and m ust m eet any other applicable conditions specified for 
such drugs. F ailure to observe the specified conditions for “old” drug 
status will result in the article becom ing a new drug, which, in the 
absence of an approved application, will subject a drug to seizure 
and the m anufacturer to civil and crim inal proceedings.

Prescription Drugs
Second, there will be a notice of proposed rule-m aking and notice 

of enforcem ent policy for any hum an prescription drug product deter
mined in the drug  efficacy study to be effective for at least one indi
cation or identical, sim ilar or related to such a drug product. This 
notice will revoke and supersede the notice issued by the Commis
sioner of Food and D rugs, published in the Federal Register of Ju ly  
14, 19701 which specified the conditions under which new drugs 
evaluated as part of the drug efficacy study may be m arketed in ac
cordance with the new drug provisions of the Act. I t will also revoke 
and supersede the specific requirem ents for submission of a full or 
abbreviated ND A  or bioavailability data contained in each D E SI 
notice for an effective drug published in the Federal Register prior to 
the date of the notice except for those specific drugs and D ESI 
notices listed. I t  will sta te  the interim  enforcement policy of the 
FD A  th a t all effective drug products covered by a D E S I notice m ay 
be law fully m arketed w ithout subm ission or approval of a full or ab
breviated NDA if they  meet all of the requirem ents set forth in the 
applicable D ESI notice (including any amendments) and in the notice. 
Finally, this notice proposes a new regulation to codify present enforcement 
policy in order to inform the public fully about these matters.

U nder this notice and proposed regulation, the FD A  will require 
an approved full or abbreviated N DA for a drug evaluated as effec
tive in the drug efficacy study only where such drug presents a known

1 35 F. R. 11273 (July 14, 1970).
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or potential bioequivalence or special m anufacturing problem. A p
proxim ately 150 specific drugs will be listed as requiring prem arketing 
approval because of a known or potential bioequivalence or special 
m anufacturing problem. All o ther drugs evaluated as effective in 
the drug efficacy study m ay be m arketed w ithout prem arketing ap
proval providing the m anufacturer subm its certain records and re
ports, labels the drug product in compliance with the applicable D E S I 
notice, and m anufactures the product under GM Ps.

Manufacturing Requirement
W here a bioequivalence or special m anufacturing requirem ent 

is established for a drug product, all persons m arketing the  product 
will be required to  subm it and obtain approval of a full or abbreviated 
NDA. Approval of the ND A  will be based on data dem onstrating th a t 
the  drug product m eets the bioequivalence or special m anufacturing 
requirem ent.

W ith  respect to assuring drug quality, the FD A  has concluded 
that, except for those drugs for which there is evidence or good rea
son to  believe tha t a bioequivalence or special m anufacturing prob
lem exists, the Agency’s surveillance and m onitoring program s are 
sufficient to protect the public health. These program s include plant 
registration, d rug product listing under the D rug  L isting Act, plant 
inspections to enforce good manufacturing controls, systematic analysis 
of m arketed drug products and a product defect reporting system.

T he th ird  docum ent to  be published in the Federal Register will 
be a final regulation prom ulgating bioavailability regulations which 
establish m ethods for testing  in vivo the rate and extent of absorption 
of single drug products subject to NDAs. Basically, the regulations 
will require the testing  to be conducted on new drug products con
tain ing  chemical entities not previously m arketed. Such testing  will 
be in com parison with the pure drug substance in solution or suspen
sion as a reference. Such data also will be required for new form ula
tions of already m arketed drug products using as a reference a drug 
which is the subject of an approved application.

In V iv o  Testing
T he fourth docum ent will be a proposed regulation establishing 

procedures and criteria for the prom ulgation of bioequivalence re
quirem ents on specific drugs w ith known or potential bioequivalence
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problems. U nder the proposal, generic drug products for which there 
is a known or potential bioequivalence problem m ust be shown to 
be com parable in ra te  and extent of absorption to a m arketed refer
ence product through in vivo testing  an d /o r in vitro testing  as specified 
by the FDA. D rug  products subject to a bioequivalence requirem ent 
will also be subjected to bioequivalence testing  w ithout regard to 
w hether an ND A  has previously been approved. Thus, if a bioequival
ence requirem ent specifies an in vivo testing  method th a t is more 
sensitive than the clinical trials contained in the approved NDA, the 
holder of the application m ust conduct further testing.

The FD A  will propose to establish bioequivalence requirem ents 
for specific drugs or d rug  classes pursuant to the procedures and 
criteria set out in the proposed bioequivalence regulations. The first 
proposals will be aimed at establishing such requirem ents for the 
m edically most im portant drugs on the list with known bioequiva
lence problems. M anufacturers of such drug products who do not 
have adequate data to support an approval of a full or abbreviated 
ND A  will be required to remove such drugs from the m arket or face 
seizures of products and injunction or criminal proceedings.

T he FD A  will also propose to  revise 21 C FR  314.1(f) to require 
the  same inform ation in an abbreviated NDA, with respect to the 
labeling, composition, facilities and controls used for m anufacturing, 
processing, and packaging, and subm ission of samples, as is required 
in a full NDA. This proposed revision reflects the FD A ’s conclusion 
that, although the kinds of inform ation required in an abbreviated 
ND A  m ay differ from those required in a full NDA, the quality  of 
such inform ation should be the same.

GMP Regulations
Finally, the FD A  will propose new GM P regulations under 

which im proved quality  control procedures necessary to assure drug 
quality  will be set forth. A m ong other tilings, detailed record keeping, 
d rug sam pling, laboratory, labeling, and personnel requirem ents will 
be included to  assure tha t responsibility for quality control is exer
cised independently and docum ented at every phase of the m anufac
turing process.

In sum m ary, the change in concept regarding the abbreviated 
NDA is but part of an active enforcem ent program . Because of new 
procedures being developed to assure drug product quality, the FD A
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has determ ined th a t full or abbreviated NDAs are required for ef
fective D E S I drugs only where there is a bioequivalence or special 
m anufacturing problem. Such prem arketing approval is not required 
to  assure the quality of the  m ajority  of the effective D E S I drugs.

The proposed use of the abbreviated NDA will be subject to  the 
rule-m aking provisions of the A dm inistrative Procedures A ct (A P A ). 
All interested persons will have the opportunity  to  participate in such 
rule-making. However, in the interim , the FD A  will not proceed 
against those drugs evaluated as effective in the drug efficacy study, 
and which do not present a known or potential bioequivalence prob
lem, for failure to obtain prem arketing abbreviated NDA approval. 
I t  is not necessary for the FD A  to follow the rule-m aking procedures 
of the A PA  in order to adopt th is interim  enforcem ent policy. H ad 
the D E SI notice been adopted as final orders following publication 
of a proposal and evaluation of public com m ent, a rule-m aking pro
cedure would be required to revoke the new drug declarations made 
in the D E S I notices. This is not the case here. The D E SI notices 
were not adopted through a rule-m aking procedure ; the F D A ’s 
declarations of new drug status constituted statem ents of policy and 
not enforceable obligations. The FD A  knows of no rule of law or 
common sense th a t would require revocation of an opinion, w hether 
contained in a le tter or in the Federal Register, by a procedure more 
formal than the one which created it. [T he E nd]

Interim Enforcement Policy
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The FDA’s Acceptance 
of Foreign Clinical Data

By WILLIAM E. RAGOLIA

Mr. Ragolia Is an Attorney with the Legal Deparrment of CIBA- 
GEIGY Corporation.

T H E  SU B JECT FO R  D ISC U SSIO N  is what the Food and Drug 
A dm inistration (F D A ) does in accepting foreign clinical data. 

Such data are subm itted to the FD A  when a sta tu te  requires a m anu
facturer to obtain approval before introducing its products into in ter
sta te  commerce. The description “foreign clinical d a ta ’’ is very broad. 
By definition, “foreign-' m ust include every country outside of the 
U nited States, although in effect it is lim ited to those countries which 
have developed more sophisticated scientific communities. These countries, 
because of technological advances, find th a t their scientists are gener
ating data which is of in terest to those who w ant to sell products in 
the U nited States. F urther, as a m atter of routine practice, in the 
area of pharm aceuticals, this m ay be lim ited to England, Sweden and 
Sw itzerland on a general basis. Some particu lar research facilities in 
o th er European countries may be included, although satisfactory work 
from other parts of the world would not be precluded from FD A  ac
ceptance. By clinical data, I include preclinical animal work as nec
essary to initiate Phase I studies, as well as clinical research leading 
to  the subsequent phases. Prim arily, centers on submissions of foreign 
data to the FD A  relate to original new drug application (N D A ) ap
provals or new indications for use of a currently  m arketed drug. I 
expect, however, in the fu ture that, if the Old D rug  M onograph Sys
tem  becomes a reality, foreign d a ta  m ay have to be considered for 
those drugs whose m onograph requires bioequivalency studies.

I recall Marc A ntony’s rem ark at Caesar’s funeral about how the 
evil men do lives after them , bu t good always seems to be forgotten.

I often w onder if conventional wisdom in the scientific establish
m ent in the U nited States regards foreign biomedical research from
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the same perspective. Too often one is left to conclude it is the scien
tific catastrophe of thalidom ide and the ethical horror of prisoner-of- 
w ar camps th a t are remem bered, ra ther than  the benefits of scientific 
discoveries th roughout the world.

The scientists and other individuals who have had the responsi
bility and experience in presenting data to the F D A  in connection 
w ith investigational new drugs and NDAs have been dismayed by 
the continuing lim itations the FD A  places on acceptance of data gen
erated outside of the U nited S tates unless it is supported by some 
work done in th is country. In effect, th is means tha t the data gen
erated are accepted by the FD A  for the purpose of establishing safety, 
but not efficacy. The FDA defends its position broadly on the basis 
of its sta tu to ry  m andate to protect the health and well-being of the 
public. Those who take exception to th is policy raise a variety of 
issues, including allocation of im portant research funds and facilities 
and re turn  on an increasing investm ent by U nited S tates companies 
in foreign-based research. Also m entioned are the lack of availability 
of certain drugs to U nited S tates citizens when they are available in 
other countries and a general objection to w hat is described as scien
tific chauvinism  by those who lobby for the conducting of additional 
clinical research in the U nited States. Finally, those interested in the 
protection of hum an subjects in research projects m aintain tha t it is 
unnecessary to  expose additional patien t populations to clinical studies 
if there already exist adequate data to justify  the use of the product.

Expenditures in Foreign Countries
The economic significance of foreign clinical data m ay be appre

ciated by reviewing the changing com m itm ent of research expendi
tures in foreign countries by drug m anufacturers having headquarters 
in the U nited States. A recent survey of these companies shows th a t 
the amount spent for research on drugs for hum an use in the United 
S tates in 1971 totaled $576 million. The am ount spent by the same 
companies in th a t year in foreign countries totaled $52 million. Each 
of these expenditures, domestic and foreign, represented an increase 
of 11% over the am ount spent during 1970. In 1972, domestic expendi
tures increased by 4% over the 1971 level to $600 m illion : foreign re
search expenditures, to ta ling  $66 million, represented an increase of 
26% over 1971. T he most dram atic shift in research expenditures, 
however, occurred in 1973. D uring th a t year, m arked by inflationarv 
trends both here and abroad, expenditures in the United S tates in
creased by only 7%, while foreign expenditures by United States com
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panies in the survey increased by 64%. This figure—64%—represents 
a dram atic change over 1972 levels, even if one takes into account 
the factors of the  inflationary spiral and the devaluation of the 
U nited S tates dollar on foreign currency exchanges. The shrinking 
ratios of expenditures between the  U nited S tates and foreign coun
tries w e re : 1971, 11 to  1; 1972, 9 to  1; 1973, 6 to 1.

Intellectual Community
In attem pting  to parse the problem  before the FD A  concerning 

its acceptance of foreign clinical data, I would like to refer, for the 
purpose of gaining an additional perspective, to  a series of lectures by 
Charles Percy Snow. Lord Snow, an English scientist and novelist, 
afte r leaving governm ent service, in 1959 began speaking about the 
problem  of the tw o cultures which exist w ithin the intellectual com
m unity. In “T he Two Cultures and the Scientific R evolution,” he 
perce iv ed :

“Two polar groups: at one pole we have the literary intellectuals . . .  at the other 
scientists . . . between the two a gulf of mutual incomprehension— sometimes 
(particularly among the young) hostil ity and disregard, but m ost of all lack 
of understanding. T hey  have a curious distorted image of each other and a t 
titudes are so different that, even on the level of emotion t.iey can’t find much 
common ground.”

T he scientific intellectual wishes to generate data which are use
ful to the benefit of mankind. The literary  intellectual—and I would 
ask you to keep in mind the fact th a t Snow uses the designation of 
literary  intellectual only in the broadest generic sense—perceives a 
responsibility to protect his fellow man from the onslaught of those 
who would do him harm. One group wishes to provide benefits to 
m an k in d ; the o ther group wishes to  protect its members. The regula
tor, perhaps unhappily, is left w ith the responsibility of arb itra ting  the 
dilemma between these apparently  conflicting in terests which often 
are expressed with force and vigor by men of very different tem pera
m ents. In the sequel, “The Two C ultures: A Second Look,” Snow 
speaks of an em erging th ird  culture which :

■“W hen it comes some of the difficulties of communication will at least be softened: 
for such a culture has, jus t to do its purpose, to he on speaking term s with the 
scientific one.

“Some social historians, as well as being on speaking term s with scientists, 
have felt bound to turn their attention to the li terary intellectuals or more ex
actly to some manifestations of the li terary culture at its extreme.”
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First-Hand Knowledge
Thus, the FD A  acquires the identity  of the th ird  culture. H ow 

ever, in this relationship the FD A  is advanced into w hat Snow de
scribed in a later lecture, “Science and G overnm ent” :
"O ne of the most bizarre features of any advance industrial society in our time 
is tha t  the cardinal choices have to he made by a handful of men: in secret: and, 
at least in legal form, by men who cannot have a first-hand knowledge of what 
those choices depend upon or what the results m ay  be."

W e can see, then, th a t Snow is talk ing  about the polarization be
tw een the hum anities and the sciences and between those who, in 
a ttem pting  to execute the m andates of a political body, m ust choose, 
som etimes largely at their own discretion, between and am ong those 
in terests which they believe to be most im portant to the population 
at large. I think it is possible to appreciate the difficulties which exist 
in regard to the F D A 's acceptance of data—and I limit th a t not only 
to foreign clinical data—if one first perceives the underlying conflicts 
between the polarized cultures outside and inside the FDA, and even within 
the communities which develop the data which the FDA must evaluate.

A t present, we have the beginnings of a policy. The Agency, 
through Federal Register notices, has begun to articulate the terms of its 
policy by establishing guidelines which im plicitly concede the validity 
of a diversity am ong the balancing of ethical considerations for the 
protection of hum an subjects. Hopefully, in the future, this will ex
pand to include the evaluation of scientific data.

Clinical Research
I am referring, of course, to the F D A ’s recent addition to its  

regulations. Subpart (C ), “ International R esearch,” otherw ise known 
as 21 CFR 312.20. This regulation relies to a large extent upon the 
Declaration of Helsinki, which established recommendations for guiding 
doctors in clinical research. This statem ent of ethics was form ally 
adopted by the W orld Medical Association (W M A ) in June of 1964. 
The W M A, founded in 1947, is an international am algam ation of na
tional medical associations. In the early 1970's, included am ong its 
members were the medical associations of over 60 nations. Its leaders have 
characterized it as an organization of physicians dealing wfith the con
cerns of the medical profession.

The Declaration of Helsinki, adopted by the W M A at its 18th 
annual m eeting, was conceived in the 1950’s in a project initiated un
der the direction of Dr. H ugh Clegg, the form er editor of the British
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Medical Journal. Dr. Clegg’s project was completed under the guidance 
of P rofessor A ntonio Spinelli of Italy , the Chairm an of the Committee 
on Medical E thics of the W orld  H ealth  O rganization. The D eclara
tion  of H elsinki supports the concepts of the In ternational Code of 
Medical E thics and the D eclaration of Geneva, which bind the physi
cian’s prim ary concern to the needs of his patien t in contradistinction 
to the broader benefits th a t the research m ight have to the community 
at large. The D eclaration of Helsinki, prior to adoption, was the sub
jec t of comment and criticism  from m any national medical associations 
and followed a series of recom m endations on the entire subject of the 
ethical considerations of clinical research.

Declaration of Helsinki
The D eclaration itself is ra ther simple in form. It first discusses 

basic principles, and then  principles applying to clinical research asso
ciated with professional care and to clinical research where no therapy 
is involved. The basic considerations include :

(1) establishing adequate data as to  the drug function by
laboratory  and animal experim ents ;

(2) the use of qualified individuals in conducting the research ;
(3) a balance of benefit to  risk ;
(4) a foreseeable benefit to the general com m unity ; and
(5) special caution in the use of psychotropic substances.

In  distinguishing between therapeutic versus nontherapeutic research, 
th e  D eclaration of H elsinki advised th a t the attending  physician has 
more discretion concerning informed consent in the case of a therapeutic 
situation than  in the nontherapeutic situation, where inform ed consent 
should, as a rule, be obtained in writing.

The principles in the D eclaration of Helsinki should be understood 
to establish, for the purpose of FD A  compliance, only a minimal 
ethical standard  for the protection of hum an subjects and clinical re
search. In  countries which have laws and regulations th a t offer a 
great protection to the individual, it is these more exacting standards 
to which the clinical investigation m ust adhere.

Qualifications of Investigator
T he FD A  regulation on in ternational research also addresses it

self to the qualifications of the individual investigator, the facilities for 
perform ing the study, and necessary record keeping. In  the case where
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institutionalized subjects are used, frequently it is more difficult to  
evaluate the modicum of freedom in consenting. A fter inform ation 
regarding the research is provided to  the subject, it is recommended,, 
bu t not required, th a t the protocol be subject to w hat is known as 
peer review. In the case where such a review com m ittee is established, 
the investigator m ay not vote w ith the com m ittee in regard to his 
protocol.

The regulations as discussed apply not only to new drugs subject 
to  Section 505 of the Federal Food, D rug  and Cosmetic Act, but also 
to the biomedical products subject to Section 351 of the Public Health 
Service Act. T he m ajor significance of the regulation established by 
the FD A  is th a t it is a declaration by tha t Agency th a t the objective 
of p ro tecting hum an subjects in clinical research m ay be obtained, 
no tw ithstanding  certain differences in the procedures for institu ting  
and conducting such research.

Regulation Falls Short
However, the regulation as prom ulgated falls short of achieving 

full recognition of foreign research standards. Section 312.20(c) p ro
vides that, under appropriate circum stances, data from foreign sources 
m ay render conducting Phase I and Phase II  studies unnecessary. 
However, the foreign data from Phase II I  studies m ay be utilized 
only to supplem ent Phase I I I  studies to be perform ed in the U nited 
States. By this statem ent, I conclude th a t under no circum stances 
will the FD A  approve an ND A  based solely on research done outside 
the  U nited States. I find this position inconsistent with the general 
objectives of the regulation and appeal to my professional colleagues 
and counterparts w ithin the FD A  to bring this lim itation to its ap
propriate demise.

Still lurking on the horizon is the even more difficult question 
dealing with the quality  and quantity  of scientific data th a t are 
required by the FD A  to m eet the sta tu to ry  requirem ent of adequate 
and well-controlled studies. I find it difficult to believe th a t the cadre 
of governm ent drug regulatory  agencies around the world is out of 
step, as our own FD A  m arches in cadence. I am told th a t this view 
is an exaggeration and, in fact, there are regulatory  agencies in o ther 
countries whose stringency equals th a t of the FDA. W hatever the 
case, there rem ains the undisputed fact th a t the standards for es
tablishing the efficacy and safety of drugs based on adequate and well- 
controlled studies do differ in some countries which have highly re-
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garded scientific institutions. D raw ing again upon Lord Snow, I bring 
to  your atten tion  this observation in “The Two Cultures and the 
Scientific Revolution” :

“There is no evidence that  any country or race is better than any other in 
scientific teachability: there was a good deal of evidence tha t all are much alike: 
tradition and technical background seem to count for surprisingly little.
“The main issue is tha t  the people in the industrialized countries are gett ing 
richer, and those in the nonindustrialized countr ies are at best standing still: so 
tha t the gap between the industrialized countries and the rest is widening every 
day. On the world scale this is the gap between the rich and the poor.”

Limited Acceptance
In  sum m ary, I th ink  it is fair to observe th a t the FDA is articu la t

ing w hat is becoming its policy for lim ited acceptance of foreign 
clinical data. One would hope th a t a perception of the conflicts which 
exist between various segm ents of the intellectual com m unity would 
mellow into a tem pered acceptance of each o th er’s respected positions 
and of the positions held by different m embers w ithin the polarized 
com m unity. The FD A  cannot be expected to perm it the m arketing 
of drugs for which it has no basis in concluding that the product is safe 
and effective. On the other hand, intellectual magnanimity can contribute 
to the more efficient employment of the world scientific resources.

[T he E nd]

TCE FINDINGS INCOAAPLETE, FDA DELAYS ACTION 
ON PETITION

Preliminary findings by the National Cancer Institute tha t the solvent 
trichloroethylene (T C E )  produces liver tum ors in mice were cited by 
the H ealth  Research Group in a petition filed with the Food and D rug 
Administration (F D A ) to ban the use of the substance as a food additive, 
but the Agency will not act until final test results are submitted. T C E  
is currently used to extract caffeine from decaffeinated coffee and in cer
tain spice extraction processes, and residues are permitted at levels of 25 
p.p.m. in decaffeinated coffee grounds and at 10 p.p.m. in decaffeinated 
instant coffee and coffee extracts. Tes ts  conducted by the National Can
cer Institute  have shown that, am ong mice fed TCE. at levels ranging 
from 500 to 2400 mg. per kg. of body weight, liver tum ors occurred in 30 
percent of the animals fed low doses and 44 percent of those fed high 
doses. Similar tests in ra ts  did not produce any tumors.

T he  F D A  noted that  the tests did not involve feeding the animals 
coffee containing T C E  and that  the dosage levels were m any times high
er than the levels of T C E  residues permitted in food. The Agency is re
viewing preliminary data and will base regulatory action, if any, on the 
final tes t report.

CCH F o o d  D r u g  C o s m e t ic  L a w  R e p o r t e r , If 41,417
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Devices to Control Devices
By JOSEPH R. RADZIUS

Mr. Radzius Is Food and Drug Counsel of the Dow Corning Corpo
ration.

TH IS IS T H E  SECOND SU CCESSIV E YEA R that the conference 
has included a workshop on medical devices. In light of regulatory 

events impacting upon the manufacture, distribution and use of medical 
devices, this panel will probably continue to be a part of the program for 
years to come.

For several decades, the principal objective of the Food and Drug 
Administration (FD A ) was to assure the introduction of safe and effective 
drugs (as well as foods) to the consuming public. W ith respect to medical 
devices, the Agency has exercised minimal controls. Unlike new drugs, 
there are no preclearance mechanisms to assure safety and efficacy prior to 
sale and use. Under provisions of the current Federal Food, Drug and Cos
metic Act, remedial action is authorized only if the Agency can sustain a 
burden of proof that the device is misbranded or adulterated as delineated 
by sections 501 and 502 of the Act. For the past 20 years or more, admin
istrative and judicial actions concerning medical devices have been virtually 
restricted to prohibitions and seizures of quack devices.

This is rapidly changing, and the Bureau of Devices and Diagnostics 
is imposing more and more regulatory controls intended to protect the 
public from injury due to the use of unsafe, ineffective and unreliable medi
cal devices. Depending upon one’s point of view, these actions are either a 
blessing or a disaster. There are many who consider such regulations long 
overdue.

There are an equal number who feel that additional restrictions are 
unnecessary—that incidence of injury associated with defective products is 
so low statistically that to suggest further regulation will serve only to in
hibit new product innovation. They also feel that the public will be ex
posed to injury—and more risk will be created—because the device is not 
available.
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I have selected four topics which are timely and, to some extent, con
troversial. They amply illustrate the expanding orbit of regulatory require
ments which are constantly confronting the medical device industry. The 
topics are product recall, in vitro diagnostic regulations, activities involv
ing devices classification and medical devices legislation

Product Recall
The Federal Food, Drug and Cosmetic Act provides the Agency with 

no statutory authority to require product recall. The remedies which the 
Agency can exercise are seizure, injunctive relief or criminal prosecution. 
If the Agency wishes to prevent the distribution and use of a product, any 
one or a combination of these remedial criteria is undesirable because they 
offer no means for removing the violative product quickly or efficiently. 
Offending products have been known to remain in commerce for years 
while such remedies were pursued.

Under Section 705(b) of the Act, the FDA has explicit authority 
to issue publicity about devices which, in its opinion, present an imminent 
danger to health or represent gross deception of the consumer. Through 
this section of the Act, the Agency has achieved manufacturer acquiescence 
to establish “voluntary” product recall as the customary measure for re
moving products from the market. The mere threat of adverse publicity 
with attendant destruction of trademark credibility coupled with potential 
product liability implications permits the manufacturer little choice.

However, “voluntary” recall does not necessarily insulate the manu
facturer from adverse publicity. For example, a weekly “recall list” is 
issued, normally containing a paucity of information. As a result, the 
news media will publicize the information in a misleading and/or errone
ous fashion. The Agency has publicly stated for several months that the 
concept of recall and the “recall list” should be modified to properly re
flect recall situations. Unfortunately, to date, the Agency, with its usual 
alacrity, has done nothing.

The Agency frequently issues the “recall list” weeks (and often 
months) after the recall has been completed and the problem resolved. 
I am aware of one occasion where the news media publicized a product 
recall several weeks after completion. The lay reader and the uninformed 
public could be left with the impression that the problem was immediate 
and, in some cases, that there was a second recall involving the same 
manufacturer. Is this in the public interest?

I also would like to explore the most fundamental of issues—is the 
Agency “recall list” necessary? Presumably, the immediate response is
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that it is needed to fulfill the obligation of disseminating public informa
tion, an obligation to which all government bodies are beholden. How
ever, the truth of the matter is that the list is probably used most fre
quently by manufacturers to establish a competitive advantage. It serves 
no real purpose for individuals, groups or institutions interested in the 
public welfare. If there is a rule, there should be a reason and if there 
is no reason, there should be no rule.

Finally, what is a recall? A situation may most effectively be cor
rected by on-site labeling, a physician letter or the like. Even in the ab
sence of an actual product recall, the Agency still defines it as a recall.

In  V it r o  Diagnostic Regulations
The March 1973 in vitro diagnostic regulations initiated significant 

impetus for support of a medical devices law. For those intimately in
volved in the field of diagnostics, the regulations were a classic example of 
Agency action which, in effect, treated a “medical device” as a “new 
drug.” To many, this was the beginning of the end; the catastrophic ex
perience of the drug industry with the 1962 amendments was to be re
peated and would encompass the medical devices industry. A devices law 
became an attractive alternative.

I hope to discuss the regulatory ordeal confronting diagnostic manu
facturers. The regulations have posed problems, and there will be an at
tempt to place these problems in proper perspective, delineating their pres
ent and probable impact upon the industry, the profession and the patient.

Many questions deserve exploration. For example, there is a body 
of specialists who believe that the Agency had no authority under the Act 
to issue such regulations, thus raising the fundamental issue of legality. 
If the Agency was in delicto, should the question have been reviewed by 
the courts ?

As expected, when breaking new ground, the FDA tends to rely 
upon past experience. Because the Agency is drug oriented, has there 
been a failure to distinguish drugs from diagnostics in finalizing and im
plementing the regulations ?

There are countless “small” diagnostic firms operating on fixed over
head, subject only to cyclical business costs—and these firms produce 
perfectly safe and effective products. W hat effect, if any, will this have on 
currently available diagnostic products? Will it impede the introduction 
of new diagnostics in the future? One cannot ignore the economic issues.
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Product Classification
Under proposed legislation, contemporary products would be cate

gorized and classified. The products would be classified as :
requiring “scientific review” (a charming term which simply 

means “premarket clearance” ) ;
requiring the setting of standards ;
requiring nothing more than general controls which are now 

being exercised.

In anticipation of a law, the Bureau of Devices and Diagnostics estab
lished panels, and the effort has been in operation for over a year. There 
are 14 panels which have been convened. The 14 categories of devices 
being reviewed are :

(1) anesthesiology;
(2) cardiovascular;
(3) dental;
(4) ear, nose and throat ;
(5) gastroenterological-urological ;
(6) general and hospital and personal use;
(7) neurological;
(8) obstetrical-gynecological ;
(9) ophthalmic;
(10) orthopedic;
(11) physical medicine (physiatry) ;
(12) general and plastic surgery ;
(13) diagnostic products ;
(14) radiology.

The first panel to complete its task was the cardiovascular panel, 
and relevant deliberations and conclusions are expected to be made pub
lic shortly.

It is my personal impression that the activities of the classification 
panels have been largely ignored. This is extremely dangerous. These 
panels exercise enormous powers and can affect the delivery of health 
care. Existing products could be removed from the marketplace, and 
reconsideration may be in order for certain products under development. 
It is essential that the deliberations of these panels be carefully fol
lowed and reviewed. If pertinent facts are not brought to the attention 
of the panels, the results could be disastrous. (Be prepared before you 
learn of it through the Federal Register.)
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Certain issues must be addressed; I will list but a few :
W hat is the conflicts of interest situation for panel members ?
Why does the industry member serve in a non-voting capacity ?
How were the industry members selected ?
Should the panels be open ?
W hat is the relationship of Freedom of Information regulations

to panel activities? How and to what extent can information be ob
tained ?

Are there any plans to extend industry input to the panels ?
Perhaps the Agency can enlighten us on these issues. It is quintessen

tial that all parties pay close heed to these activities. If not, an insurmount
able dilemma may prevail.

Medical Devices Legislation
The final topic is medical devices legislation. Recently, the question 

most often asked is when will there be a devices law? I think it now 
safe to say that the odds for a law in 1975 are excellent.

During November, extensive efforts were made to “mark up” the 
House bill. The substance of those efforts may be confidential; however, 
at the very least, a generalized review to bring us current would be 
valuable.

Mr. Steve Lawton of the House Staff publicly stated that what has 
been seen in the past and what will be seen after “mark up” will not be 
recognized—an obviously alarming comment. It merits some discussion.

Certain aspects of the Senate-passed bill remain in dispute; such as, 
the concept of custom devices, substantive as opposed to interpretive “cur
rent good manufacturing practices,” the question of lot certification for 
some devices, and others.

In discussing the concept of recall earlier, there was specific refer
ence to the Agency’s lack of authority to require product recall. Proposed 
legislation will change that. The probing issue is whether proposed legis
lation is as favorable as many think.

I would like to repeat an amusing story which I have heard Mr. 
Alan Kaplan relate from time to time. Mr. Kaplan has stated that 
legislation necessarily is fraught with ambiguities. A medical devices law 
will prove no exception. Upon passage of the Food Additive Amend
ments of 1958, a knowledgeable person whom Mr. Kaplan knew referred 
to them as the “lawyers full employment Act of 1958.” If and when a 
medical devices law is enacted, it will be interesting to note if essentially 
the same subtitle will apply. [The End]
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