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REPORTS
TO THE READER

The Right to a Hearing in New Drug 
Revocation and Antibiotic Decertifica
tion Proceedings.—Beginning on page 
476. Rodney R. Munsey discusses the 
controversy surrounding the validity 
cf the May 8 regulations on hearing 
rights, or the lack of them, in pro
ceedings to revoke approved new drug 
applications or antibiotic monographs. 
The author sets forth the terms, ef
fects and background of the regulations 
in order to explain PM A’s opposition 
to them. He says: "Our basic position 
in Wilmington is that the May 8 reg
ulations. contrary to law, make the 
statutory test of substantial evidence 
of effectiveness the standard for det
ermining whether a hearing will he 
held to determine whether that test is 
met. The manufacturer is required to 
convince the Commissioner of the 
ultimate result before the hearing, not 
as a result of the hearing." Mr. Mun
sey. Associate General Counsel for 
PMA, presented his paper at the Fed
eral Bar Association Annual Meeting 
teld in W ashington, D. C.. on Sep- 
:ember 18. 1970.

AO AC: Why FDA Analyses Stick.—
Beginning on page 487, Benjamin Adcl- 
ttum discusses the operation of the 
Association of Official Analytical Chem
ists. This association is a scientific 
society that sponsors the development 
and testing of methods for analyzing 
many commodities and materials. AOAC

methods are widely accepted because 
of its requirement for collaborative 
testing of methods before adoption. 
The author describes AOAC proce
dures, origin and development, and 
plans for further collaboration with 
foreign chemists' associations. Mr. 
Adelman is a manpower utilization 
officer in FDA's Bureau of Foods and 
Pesticides. His paper originally ap
peared in the September. 1970 issue 
of FDA Papers.

Food Safety.—The review of sub
stances generally recognized as safe 
(GRAS), which was stimulated by 
President Nixon’s consumer message 
of October 30, 1969, is discussed by 
Dale R. Lindsay, beginning on page 495. 
Dr. Lindsay, who is FD A ’s Associate 
Commissioner for Science, reviews the 
regulatory procedures for food addi
tives and pesticide residues, then details 
the action upon a food additive or 
pesticide petition. He finds that “there 
is a real need for a streamlining of 
the application review processes in 
FDA." Specific problems in the review 
process are identified, and suggestions 
to correct them are offered. Dr. Lind
say concludes that although the GRAS 
list may be shorter after the review, 
new concepts of food safety demand 
that we use "the best science has to 
offer in our continued questioning of 
our man-made environment."
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The Right to a Hearing 
in New Drug Revocation 

and Antibiotic Decertification 
Proceedings

By RODNEY R. MUNSEY

Mr. Munsey, Associate General Counsel for the Phar
maceutical Manufacturers Association, Presented His 
Paper at the Federal Bar Association Annual Meeting 
Held on September 18, 1970, in Washington, D. C.

HE A R IN G  R IG H TS, OR T H E  LACK O F TH EM , in proceedings 
to revoke approved new drug applications or to revoke an ti

biotic m onographs, are the center of a controversy concerning the 
validity of regulations issued in final form on May 8, 1970. This 
order, effective on publication, does tw o th ings: (1) it defines sub
stan tial evidence of effectiveness as studies m eeting the requirem ents 
of adequate and well-controlled studies as set forth in the order, and
(2) it enum erates the circum stances in which the Food and D rug  
A dm inistration (F D A ) will deny hearing rights in revocation pro
ceedings.

Section 505 of the Food and D rug  Act authorizes the Secretary 
of the D epartm ent of H ealth , Education and W elfare (H E W ) (the 
Food and D rug  A dm inistration) to w ithdraw  approval of a new drug 
application “after due notice and opportunity  for hearing to the ap
plicant” if he finds that there is a lack of substantial evidence of the
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subject d rug’s effectiveness. Substantial evidence is defined to be 
“evidence consisting of adequate and well-controlled investigations, 
including clinical investigations by experts . . .  on the basis of which 
it could fairly and responsibly be concluded by such experts” tha t 
the drug is effective. T he Secretary may remove a drug from the 
m arket pending a hearing only upon a finding of “im m inent hazard 
to the public health .”

Section 507(f) authorizes FDA to revoke an antibiotic m ono
graph for lack of efficacy of the drug involved. A hearing m ust first 
be granted, however, if objections accom panied by a statem ent of 
reasonable grounds are filed. W ith  one exception, the sta tu te  is silent 
as to w hether the “ lack of substantial evidence" rule may be applied 
to  antibiotic m onograph revocation proceedings. The one situation 
where the rule is expressly made to apply is the case of revocation 
proceedings involving antibiotics which were subject to new drug 
provisions prior to passage of the 1962 D rug Am endm ents. In tha t 
situation, lack of effectiveness means there is a lack of substantial 
evidence as the term is defined in the new drug provisions just re
ferred t o ; th a t is, there is a lack of adequate and well-controlled in
vestigations. Section 507 does not contain any specific provision for 
removal of an antibiotic from the m arket pending hearing on the 
monograph.

The May 8 Regulation
The May 8 regulation sets forth  specific criteria that studies 

m ust m eet in order to be considered adequate and well-controlled. 
A m ong other things, it specifies the type of controls perm itted, re
quires procedures to assure com parability in test and control groups 
of pertinent variables, and requires a sum m ary of the m ethods of 
analysis and an evaluation of data derived from the study, including 
appropriate statistical methods. Studies not m eeting each and every 
elem ent of "an adequate and well-controlled investigation” cannot 
be considered in determ ining w hether substantial evidence of effec
tiveness exists. T here are m any who claim th a t no investigations 
conducted prior to 1962 meet this test. In any event, there is a sub
stan tial body of expert scientific opinion tak ing  issue with the notion 
tha t a rigid set of criteria for adequate and well-controlled clinical
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investigation can be prescribed. F urther, there is no scientific con
sensus, in m any cases, as to w hat constitutes an adequate and well- 
controlled test. The order provides tha t clinical experience may not 
be used for any purpose, and th a t uncontrolled and partially  con
trolled studies can provide only corroborative support for a drug’s 
effectiveness.

It is in teresting to contrast this order with the assurances given 
industry  on several occasions since 1962 to the effect tha t the tech
nical requirem ents of substantial evidence would not be required in 
the case of pre-1962 new drugs as long as well-docum ented clinical 
experience existed.

The order does contain a provision for an FD A  waiver of one or 
more of the rigid criteria for adequate and well-controlled studies 
on a show ing tha t the study is. nevertheless, adequate and well-con
trolled. T his provision will apparently  result in little or no relief, 
however. The Commissioner, in a le tter response to a Pharm aceutical 
M anufacturers Association (PM A ) request, w rote th a t the waiver is 
intended primarily for future studies, not studies on pre-1962 new or 
antibiotic drugs. F u rther, he stated that there is no appeal from a 
denial of a waiver request. T he provision does, however, unw ittingly  
constitu te  an admission by the Agency that there can be no strict, 
rigid criteria for adequate and well-controlled studies that can apply 
in all cases. One can easily discern, however, where the industry is 
left. Since most pre-1962 new and antibiotic drugs do not m eet each and 
every criterion, and FD A  at its option will deny or g ran t waivers, the 
rights to continue to m arket these drugs are entirely left up to FDA. 
This position is buttressed by statem ents by the Agency in the pre
amble of the order th a t it will not require adequate and well-controlled 
studies where the National Academy of Sciences-National Research 
Council (N A S-N R C) evaluation is effective unless the Agency dis
agrees w ith the finding. M any NAS-NRC findings are based on only 
inform ed judgm ent of the panels. I t is clear, then, tha t the rigid 
criteria for adequate and well-controlled studies have not been de
vised prim arily as a scientific guide, but as a tool to enable FD A  to 
have a free hand in deciding what drugs shall stay on the m arket.
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using any criteria it sees fit. The second portion of the order estab
lishes a mechanism by which FD A  can accomplish its purposes w ith
out even a hearing, when it so chooses. It describes w hat m ust be 
done by a com pany in order to be gran ted  a hearing at which he 
could a ttem pt to show tha t substantial evidence of efifectiveness, that 
is, adequate and well-controlled investigations, existed. T he order 
requires th a t along with objections, a request for hearing must 
contain “a well-organized and full-factual analysis” of the clinical 
and o ther investigational data he is prepared to prove.

Denial of Hearing
A request for hearing, according to the order, will be turned 

down if it clearly appears from the data and from the reasons and 
factual analysis in the request for the hearing, tha t there are no ade
quate and well-controlled clinical investigations as these investiga
tions were defined earlier in the order. This, according to FD A  coun
sel, is a rule adopted directly from the sum m ary judgm ent rule of the 
Federal Rules of Civil Procedure. After all, he stated, “a reported 
study was controlled—or it was not and no am ount of cross-exam ina
tion can convert an uncontrolled study into som ething it was no t.” 
if  it is all tha t simple to decide when a study is adequate and well- 
controlled, why did the Agency decide th a t the regulation should 
provide a waiver process for studies that did not comply w ith the 
criteria but were nevertheless adequate and well-controlled? And 
why did the Senate Judiciary  Com mittee in its final report in the 
X efauver-H arris D rug  Am endm ents of 1962 s ta te : “The Com mittee 
-ecognizes that in the difficult area of drug testing  and evaluation 
here will frequently if not usually be a difference of reasonable 

opinion” ? And w hy did Dr. Louis Lasagne, a leading expert on 
clinical testing, state  in testim ony before the Senate Committee, “The 
em phasis should be on scientifically acceptable evidence of whatever 
quality and quantity required to give a reliable answer to the questions 
posed concerning the drug’s effects” ? H e continued, “ I would hope 
tha t if such a bill [the 1962 Am endm ents] were passed, that there 
would be every opportunity  for flexibility of interpretation. I don’t

R I G H T  TO A H E A R I N G PA G E 479



believe it would be possible to write a bill th a t would spell out in 
detail all th a t one would like to say about efficacy concerning all the 
host of drugs th a t m ight be considered.” I t is clear th a t FD A  counsel 
is w rong when he indicates th a t the determ ination of w hether a study 
is adequate and well-controlled is, in all cases, a simple m atter.

The P M A  would have little objection to a true summary judgment 
procedure; that is, the denial of a hearing by an impartial arbiter where 
there is no genuine issue of fact. But that is a far cry from a rule which 
sets up criteria that many, if not most, pre-1962 new drugs cannot meet, 
and then grants the prosecutor unfettered discretion in deciding in which 
cases he w ill: give hearings. We believe anytim e it is shown th a t there 
exist clinical tests  supporting effectiveness coupled w ith substantial 
clinical experience, a hearing should be held if requested.

I should m ention here, however, tha t although we are extrem ely 
critical of F D A ’s actions in prom ulgating this order, there are m any 
areas in which industry  and FD A  can, and have, cooperated to 
the advantage of the public, the Agency, and the industry. W e intend 
to cooperate whenever it is possible to do so. W e also can understand 
the Agency’s desire, because of its personnel and budget lim itations, 
to find shortcuts in im plem enting its d rug decisions. But when we 
believe tha t the in terest of the law, the industry, and the public so 
dictates, we will not, and have not, shied away from using the courts. 
It is a credit to all parties concerned, however, that resort to the 
courts has been infrequent.

Background of the Regulation
Before discussing the pending cases on the regulation and the 

legal issues involved, a brief rundown on the background of the 
regulation is in order.

The 1962 D rug  A m endm ents, am ong other things, authorized 
the FDA, after a tw'O-year grace period, to require substantial evi
dence of effectiveness for new' drugs which were first m arketed sub
ject to effective New D rug  Approvals (N D A s) between 1938 and 1962. 
FD A  contends that sim ilar au thority  exists with respect to an ti
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biotics. In Ju ly  of 1966, the Agency entered into a contract w ith the 
NAS-NRC for the conduct of an effectiveness review of the drugs. 
Over the next two years, panels of physicians selected by the NAS- 
NRC reviewed claims of effectiveness of more than 2,800 different 
products. R eports were prepared for FDA. Since completion of the 
review in 1968, the FD A  has been evaluating the reports and has 
begun publishing in the Federal Register summaries of the reports on a 
product-by-product basis. In some cases, FD A  has initiated proceed
ings to remove the products from the m arket on the ground of lack 
of substantial evidence of effectiveness. In  two instances, the Agency 
was rebuffed by the courts in a ttem pts to  remove antibiotic drugs 
from the m arket in advance of acting on objections requesting a hear
ing. In both  cases, the U. S. D istric t Courts involved enjoined FD A  
from ordering the products from the m arket until 30 days after ru ling 
on w hether objections filed by the parties stated  “reasonable grounds” 
for a hearing. In both cases, the Courts expressed concern th a t the 
Com m issioner was requiring the parties to prove to his satisfaction 
th a t the evidence in support of the effectiveness of their products 
m et the sta tu to ry  req u irem en t; th a t is, substan tial evidence, as a 
condition of obtaining a hearing to determ ine th a t very issue.

On Septem ber 19, 1969, the Agency prom ulgated regulations 
sim ilar to the ones curren tly  in dispute. T hey  were made effective 
on publication. In P M A  v. Finch,1 the U. S. D istric t Court in W il
m ington, Delaware, held the regulations invalid on the ground th a t, 
contrary  to  Section 4 of the A dm inistrative Procedure Act, they  w ere 
issued w ithout notice of proposed rulem aking and an opportunity  for 
interested persons to comment. T he Court em phasized th a t the Sep
tem ber 19 order represented a dram atic departure from past Agency 
practice and policy, th a t the regulations had a direct and severe im
pact on the industry, and th a t m any of the questions raised in the 
law suit were ones th a t m erited the consideration of the Commissioner. 
Consequently, on February  17, 1970, the Agency republished the order 
as a proposal.

1 PM A v .  F in c h , CCH F ood D rug 
Cosmetic L aw  R eports, f  80,292, (DC 
Del 1970) 307 F. Supp 858.

R I G H T  TO A H E A R I N G PA G E 481



On M ay 8, the final order was published w ith m inor modifica
tions. Subsequent correspondence between FD A  and PM A con
firmed that the content and effect of the May 8 order are essentially 
the same as those of the Septem ber 19 regulation. W e filed suit in 
the U. S. D istrict Court in W ilm ington on July  23. A case filed by 
Pfizer attack ing  the regulation as it was applied to one of its products 
is also pending. I t will be argued before the U. S. Court of Appeals 
for the T h ird  C ircuit on Septem ber 30, the day before the PM A 
argum ent. F irst by court order, and then by agreem ent between the 
parties, the order against Pfizer’s product has been stayed pending 
the decision.

P rio r to M ay 8, in Upjohn v. Finch,2 the Court of Appeals for the 
Sixth C ircuit upheld an order of the Commissioner repealing certain 
antibiotic m onographs and rem oving U pjohn’s Panalba from the 
m arket w ithout a hearing. The Court held tha t U pjohn had not estab
lished reasonable grounds for a hearing, as required by Section 507, 
because it had not established the existence of a genuine and sub
stantial issue of fact as to the existence of evidence of effectiveness 
m eeting the s ta tu to ry  definition of substantial evidence. In  the course 
of its opinion, the Sixth C ircuit stated, w ithout any analysis and 
w ithout reference to P M A  v. Finch, that the Septem ber 19 regula
tions "correctly elucidate w hat Congress itself has plainly w ritten in 
its definition of substantial evidence and constitu te a correct applica
tion of the Congressional definition.” Clearly, this decision hurts the 
P M A  case, although it should not be controlling. W e believe its one- 
sentence approval of the order can fairly be characterized as dictum  
unnecessary to its basic holding th a t the evidence subm itted by U p
john. accepted on its face, was clearly insufficient under the s ta tu te  
itself. In addition, the Court found " th a t the presence of novobiocin 
in Panalba makes these fixed com binations irrational and hazardous.” 
T h at the Court was gravely concerned w ith the safety question is 
dem onstrated by the fact tha t it alluded to the hazards associated 
w ith the use of novobiocin in no less than four different places in the 
opinion. T here is, of course, no safety question in either the P M A

2 Upjohn v. Finch, C C H  F ood D rug 
Cosmetic L aw  R eports, If 80,301 (C A -6 
1970) 422 F. 2d 944.
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case or the Pfizer3 case. In Upjohn, the com pany had been given a 120- 
day extension to gather relevant evidence, and while the com pany had 
not been given an evidentiary hearing, it had been given the righ t to 
make an oral presentation to FD A —a presentation which consumed 
some 117 pages of transcrip t. Thus, the Court had an ample record 
before it on which it could, and did, examine in order to ascertain 
w hether U pjohn had shown reasonable grounds. Another distinction 
betw een the P M  A  case on the regulation itself and Upjohn’s case on 
Panalba is that ours involves new drug revocation proceedings as 
well. As pointed out earlier, there are no “reasonable g rounds” re
quirem ents in the new drug section. Incidentally, the Court in Upjohn 
incorrectly  cited 505(h) relating to new drugs as its au thority  to  
review the antibiotic revocation proceeding. T he au thority  is actually 
contained in Section 507. F urther, the Court ignored the substantial 
differences in language and in purpose between the antibiotic provi
sions and the new drug provisions— specifically the omission of the 
adequate and well-controlled studies requirement in Section 507, except 
for antibiotics previously cleared under the new drug provisions.

PMA's Position
O ur basic position in W ilm ington is th a t the May 8 regulations, 

contrary  to law, make the sta tu to ry  test of substantial evidence of 
effectiveness the standard  for determ ining w hether a hearing will be 
held to determ ine w hether th a t test is met. The m anufacturer is re
quired to convince the Com missioner of the u ltim ate resu lt before the 
hearing, not as a result of the hearing. F urther, as stated  earlier, the 
rigid and exclusive definition of adequate and well-controlled investi
gations is inconsistent w ith the sta tu to ry  definition of substantial 
evidence of effectiveness as elucidated by the legislative history of 
the 1962 D rug Am endm ents. I have previously m entioned some of 
th is legislative history. Let me also quote the initial Senate Report 
on the 1962 Am endm ents as fo llow s: “ In such a delicate area of 
medicine, the Com m ittee w ants to make sure tha t safe new drugs 
become available to the medical profession so long as they are

3 U. S. v. An Article Consisting of 36 Smoother, Coty, etc., CCH F ood Drug 
Boxes, More or Less, etc., Labeled in Cosmetic L aw R eports, 80,201 (DC 
Part: “Line Away, Temporary Wrinkle Del 1968).
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supported  as to effectiveness by a responsible body of opinion.” 
Q uite apart from the legislative history, the final report of the 
NAS-NRC states th a t : “ In a num ber of areas of d rug action . . . 
there is no agreem ent on w hat constitu tes a well-controlled investi
gation” ; and as Goodman-Gilman, perhaps the leading textbook on 
pharm acology, s ta te s : “W h at constitutes an adequately controlled 
clinical trial necessarily varies depending upon the drug effect being 
evaluated.”

W e also object to the limited role of partially-controlled studies. 
Since they m ay be used only as corroboration of substantial evidence, 
they are not, for all practical purposes, being used at all. T his is so 
because if you have substantial evidence, then no corroboration is 
required. I t was not the intent of Congress tha t these studies should 
be ignored. Even if the rigid definition of adequate and well-con
trolled clinical investigations were a valid in terpretation of the 
sta tu to ry  requirem ent of substantial evidence, m anufacturers should 
have been, a t a minimum, entitled to be notified in advance of those 
products of which the effectiveness will be challenged and provided 
a reasonable period in which to conduct new clinical investigations of 
the kind required by the M ay 8 regulations. The regulations effect a 
m aterial narrow ing of the range of evidence which previously had 
been considered relevant in evaluating a drug’s efficacy. Lulled into 
a sense of security  by previous FD A  assertions th a t technical re
quirements of substantial evidence would not be required of pre- 
1962 new drugs, and having placed reliance on other statem ents by 
FD A  officials tha t hearings would be granted for drugs found in
effective as a result of NAS-NRC review, m anufacturers of pre-1962 
products m ust now conduct tests  on all such products in order to  be 
safe. M anufacturers have no way of knowing which products will be 
decided by FD A  to become subject to the substantial evidence re 
quirem ent. It also should be m entioned tha t in the past, FD A  always 
gave hearings on new drug application revocation proceedings merely 
on request.

W hatever “reasonable g rounds” the FD A  may require to be 
shown in order to obtain a hearing prior to revocation of an an ti
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biotic m onograph, the situation is entirely different w ith regard to 
new drugs. There is nothing in the language of the legislative history 
of Section 505 that permits any qualification of this kind on what has 
always been assum ed to be an absolute righ t to hearing before an 
individual new drug  will be removed from the m arket. T he language 
of Section 505(e) clearly indicates th a t a finding leading to w ith 
draw al of approval of a new drug application can validly be entered 
only “after due notice and opportunity for hearing.” Section 505(c)(2) 
m akes clear th a t all the new drug applicant has to do to obtain 
a hearing is to “accept the opportunity  for a hearing.” Even where 
the Secretary finds th a t there is an im m inent hazard to the public 
health, he is required by the sta tu te  to “afford the applicant an op
portun ity  for an expedited hearing.” Since the law requires tha t 
the Secretary establish “th a t there is a lack of substantial evidence” 
th a t the drug is effective, it is not surprising th a t the sta tu te  gives 
the affected m anufacturer a righ t to a hearing at which the Com
missioner may be given the burden of establishing his case. Of course, 
this is not to argue th a t an applicant may not forfeit the righ t to 
a hearing in circum stances such as in the Dyestuff4 case where, even 
if an applicant proved his allegations, he could not, as a m atter of law, 
prevail. B ut the righ t to a hearing, before an adm inistrative agency 
resolves disputed questions of fact against a specific party , is a funda
m ental aspect of due process of law. I t is clear th a t the M ay 8 
regulation is not a sum m ary judgm ent procedure, but one th a t con
tem plates a pre-hearing determ ination on the m erits. Correspondence 
between FD A  and PM A concerning the May 8 regulation leaves the 
inescapable conclusion tha t affidavits sta ting  facts which, if true, 
would dem onstrate th a t a m aterial issue of fact exists, would not be 
sufficient grounds for a hearing even though it is well established 
in case law th a t such affidavits would be sufficient to defeat a m otion 
for sum m ary judgm ent. Indeed, the Com missioner stated, the objec
tions m ust be accompanied by a substantially  detailed factual dis
cussion of the available data to allow “a medical judgm ent as to  the 
conclusions th a t may be properly draw n from the data.”

4 Dyestuffs & Chemicals, Inc. v. Flem
ing, (CA-8 1959) 271 F. 2d 281; (US 
Supp Ct 1960) cert, denied.
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Recent Cases
All briefs in the case will be filed the last week of Septem ber. 

O ral argum ent before the court will be held on October 1. A dis
cussion of FD A  hearing procedures in connection w ith the w ith
draw al of drugs from the m arket would not be com plete w ithout 
brief m ention of the Hynson, Westcott & Dunning and W m. S. M  err ell 
cases recently decided in U. S. D istrict Courts in Baltim ore and W il
m ington, respectively. Both cases involved attem pts by the com
panies *o obtain adjudication by the Courts on the question of w hether 
certain products were new drugs or were old drugs. If they were 
old drugs, then FD A  could not initiate proceedings to revoke their 
new drug applications because their NDAs would no longer apply. 
T he Hynson, Westcott & Dunning5 case was dismissed on the basis that 
the plaintiff had failed to exhaust his administrative remedies. The Court, 
in the Wm. S. Merrell case, refused to extend a tem porary restrain ing  
order against FD A  issuing a notice w ithdraw ing approval of the 
relevant new drug application and giving an opportunity  for the filing 
of objections and requesting a hearing. T he im portant aspect of both 
cases, however, is th a t apparently  FD A  will allow evidence on the 
new drug-old drug issue to be presented at a hearing, if one is granted. 
If no hearing is granted, the companies will be able to make a record 
for consideration by the Court of Appeals of old drug-new drug status. 
This, seemingly, would be a radical departure from previous FD A  
custom  of not perm itting  evidence on w hat it considers to be purely 
“legal” issues a t adm inistrative hearings. Of course, the basic fear 
of both Courts was th a t they would be besieged by a g reat m any 
m anufacturers requesting an old drug-new  drug decision prior to 
decisions allowing or refusing adm inistrative hearings. A nother case 
filed by U SV  Pharm aceutical Corp. and relating  to bioflavonoids is 
also pending. It, too, is concerned with the determ ination of new 
drug-old drug status prior to an FD A  decision on g ran ting  a hearing.

[The End]

6 Hynson, Wescott & Dunning, Inc. v. other, (Mass Sup Jud Ct 1964) 195 NE
Commissioner of Public Health & an- 2d 74, 346 Mass 606.
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AO AC:
Why FDA Analyses Stick

By BENJAMIN ADELMAN
The Following Article Appeared in the September, 1970 
Issue of FDA Papers. Mr. Adelman Is a Manpower Utiliza
tion Officer in the Bureau of Foods and Pesticides, FDA.

Al t h o u g h  t h e  a s s o c i a t i o n - o f  o f f i c i a l  a n a l y 
t i c a l  C H E M IST S (AO AC) is not well known to the public, it 

affects the daily life of every American. Its efforts result in monitor
ing of the food he eats, the medicines he takes, the diet of his pets, 
the pesticides he sprays in his garden, the cosm etics his wife uses, 
the w ater he drinks, and the air he breathes. I t  supplies the tested 
and approved m ethods of analysis used by the Food and D rug  Ad
m inistra tion’s (FD A ’s) laboratories in their daily search for potential 
adulteran ts and contam inants.

The AOAC, as it is commonly called, is a scientific society of the 
U nited S tates and Canada tha t sponsors the developm ent and testing  
of methods for analyzing pesticides, foods, food additives, color additives, 
drugs (both anim al and hum an), animal feeds, cosmetics, liquors, 
beverages, fertilizers, hazardous household products, air and w ater 
pollutants, and m any other com m odities and m aterials. I t  does all 
this with a rem arkably small adm inistrative staff because the bulk 
of its activities, especially m ethods studies, is carried on by volun
teers. T he AOAC has no laboratories. Instead it relies on labora
tories th a t require analytical m ethods and which cooperate to sup
ply validated data required for A O A C ’s approval of the method.

The m ethods developed and approved by the AOAC are widely 
recognized in Federal and S tate courts and are used by food and 
drug  regulatory  agencies in countries th roughout the world. The 
reason for this alm ost universal acceptance is the requirem ent for 
collaborative testing  of m ethods before adoption, pioneered by AOAC.
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Since the AOAC program  covers thousands of products and the 
progress of science and technology introduces thousands of new 
com m odities each year, there is a constant demand for the develop
m ent of new analytical m ethods and updating of older ones. The 
AOAC supplies a coordinating system  th a t avoids duplication of 
work hy Federal agencies with common interests. For example, both the 
D epartm ent of A griculture and FD A  are interested in proteins, and 
FD A  and the In ternal Revenue Service in alcohol.

Procedure
The proposal to develop and test a new method or improve an 

existing one may be made to the association by a member, an indus
trial firm, a Federal agency of the U nited S tates or Canada, a uni
versity  laboratory or occasionally by a scientist from some other 
country. T he current 54 general referees, who are experts in their 
fields, such as in drugs, food additives, and pesticides, are each 
responsible for no ting the needs for analytical m ethods, and each 
looks around for scientists who are qualified and willing to take as
signm ents as associate referees. The la tter may be employed by 
the Governm ent, a S tate agency, a university, or industry. The 
executive secretary considers each proposal from general referees, 
officials in agencies, and other experts before he assigns it to an asso
ciate referee, who usually is already w orking in the field as p art of 
his o rganization’s program  to design or develop a suitable m ethod 
and arrange for in terlaboratory  testing.

T he associate referee is the key man in the scheme of operations. 
He is responsible for finding an appropriate m ethod in the literature, 
devising a new method, or m odifying an existing one. H is work 
usually begins w ith a thorough search of the scientific literature, 
followed by as much as two years of experim entation in the labor
atory. A fter he has perfected or designed a m ethod th a t he believes 
to be satisfactory, he w rites the directions for the m ethod and then 
lines up analysts in six or more laboratories who agree to serve as 
collaborators in checking the method.

The associate referee sends the collaborators at least four test 
samples, a description of the method, and directions for runn ing  the 
test. The collaborators analyze the samples exactly as directed and 
report their findings to the associate referee, who evaluates the data. 
If the analyses are satisfactory, he sends a report to the general 
referee recom m ending adoption of the method.
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The general referee evaluates the associate referee's report and, 
if he is satisfied, recom m ends its approval to the appropriate subcom
m ittee of the Committee on Recommendations of Referees, which in 
tu rn  makes its recom m endation to the association at its annual m eet
ing. A t this meeting, usually held in early October, the association 
votes on the proposed m ethods. Those adopted are designated as 
"official, first action," and are published in the following M arch issue 
of the Journal of the AO  AC. A fter being used successfully by analysts 
for a year, a m ethod m ay be voted “official, final ac tion’’ a t a sub
sequent meeting.

T he approved m ethods of the AOAC are compiled in a treatise, 
“Official M ethods of Analysis,” which is revised and published in a 
new edition every five years. The 11th edition, due about November, 
1970, will describe 1,550 analytical m ethods and run to over a thou
sand pages. The first publication of the AOAC in 1884 devoted three 
pages to m ethods for the analysis of fertilizers.

The 1908 edition, which was published by the D epartm ent of 
A griculture, contained 272 pages and described 382 methods. I t was 
highly regarded by the scientific com m unity. H enry L. Lepper, presi
dent of the AOAC for the 1952 term , recalled in his presidential 
address th a t it was used as a supplem entary tex t for one of his college 
chem istry co u rses:

The impressive tit’.e, ‘Provisional and Official Methods of Analysis of the 
Association of Official Agricultural Chemists,’ promised a wealth of analytical 
methods which to us at the time was more than fulfilled by the text. I well recall 
our disappointment over the completeness of the book. Apparently, procedures 
had been perfected for all important foods and determinations. To us with the 
narrow vision of those just at the doorstep of their profession, the question 
arose as to what further opportunity could there be for further research and 
method development.

Relation of FDA and AOAC
T he FD A  has a strong  interest in the AOAC and has always 

given it full support. Dr. H arvey W . W iley, the chem ist whose 
cam paign for pure foods brought about the passage of the Food and 
Drug Act in 1906 and the establishment of the Bureau of C hem istry 
of the D epartm ent of A griculture (which became the Food and D rug  
A dm inistration in 1930), also was instrum ental in organizing the 
AOAC in the early 1880’s.
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The connection between the tw o organizations is not merely h is
torical. FD A  is the m ajor “producer” and m ajor “consum er” of vali
dated analytical m ethods for foods, drugs, and other consum er com
modities in the U nited States. The tests it uses are essential to the 
enforcem ent of the Food, D rug, and Cosmetic Act and the other 
legislation for which the Agency is responsible. Consequently, it is 
im portant th a t the m ethods employed by its analysts to detect viola
tions of the law be reliable, accurate, and accepted as valid by the 
courts.

In  1969, for example, the AOAC adopted 56 new methods. Of 
these, 34 were developed by FD A  analysts, 15 by industrial labora
tories, th ree by S tates and universities, three by the D epartm ent of 
A griculture, and one by the D epartm ent of the Interior.

The Office of the M ethods Research Coordinator in the Bureau 
of Foods and Pesticides is responsible for liaison between FDA and 
the Association of Official Analytical Chemists. The head of the 
office serves as executive secretary of the AOAC and is responsible 
for directing its day-to-day operations. FD A  is heavily involved in the 
AOAC’s activities. Of the 585 associate refereeships active as of 
last July, 298 were held by FD A  scientists. These projects are part 
of their norm al activities.

Origin and Development of AOAC
The reason for A O A C ’s origin dates to 1840 when the noted 

German chemist, Justus von Liebig, published a book, Organic Chem
istry in Its Application to Agricultural Chemistry and Physiology. In it 
he recom m ended that m ineral fertilizers be used to replace the ele
m ents in the soil used up by grow ing crops. H is views were widely 
accepted and a new industry grew  up to meet the demand for ferti
lizers, both in Europe and in the U nited States.

W ith  the expansion of Am erican agriculture after the Civil W ar, 
fertilizer production became a m ajor industry, bu t it soon encountered 
a serious problem. The farm er needed to know how much nitrogen, 
potash, and phosphorus was in fertilizer he bought, but the analyses 
by the m anufacturers’ chem ists and those by the S tate agricultural 
chem ists did not agree, for each chem ist used the analytical m ethods 
he preferred.
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Dr. W iley w rote of the tim e :
The condition of analytical work may truly be described as chaotic. The 

result of such conditions is easily imagined. There was no standard of com
parison or reference. Euyers and sellers were continually wrangling over analyses, 
which, made by different men, following different methods, did not agree. The 
sellers’ chemists uniformly obtained higher results than the buyers’ and thus 
the door to litigation was constantly open.

The obvious solution was for everybody involved to get together 
and reach agreement on the analytical methods to be used. On July 
28. 1880, the first “Convention of A gricultural Com missioners and 
C hem ists” met at the D epartm ent of A griculture in W ashington. 
T his m eeting led to the establishm ent of the Association of Official 
A gricultural Chem ists (since 1965, the Association of Official A naly
tical Chemists), which first met in Philadelphia on September 8, 1884.

In time, the scope of the AOAC widened. Analytical m ethods 
for cattle feeds and dairy products were added in 1886, sugars and 
ferm ented liquors in 1887, soils in 1890, tann ing  m aterials and leather 
in 1894, insecticides in 1898, and food adulteration in 1901. Today, 
work is being pursued in nearly 600 different subjects grouped in 60 
com m odity areas.

Progress
T he publication in 1908 of the “Official and Provisional M ethods 

of Analysis of the A O A C ” established the association as the world 
leader in its field. The contrast between the 1908 and 1970 editions 
of “Official M ethods of A nalysis” is enlightening. The m ethods 
described in the 1908 book are those of “wet chem istry,” the chem istry 
of test tubes and beakers. A bout the only analytical instrum ents 
mentioned are the polariscope and refractometer. In the 1970 edition, 
wet chem istry is only the prelude to  analysis by astonishingly sensi
tive equipm ent th a t was hardly im agined 60 years ago. Gas chrom a
tography, atom ic absorption, polarography, infrared spectrophoto
m etry, ion exchange, electrophoresis, and fluorim etry are embodied 
in sophisticated analytical instrum ents, some of which can determ ine 
im purities in parts per billion. T o put it another way, it would be im 
possible to  enforce the present Federal food and drug legislation 
w ith the analytical techniques and m ethods of 1908. The successive 
editions of “Official M ethods of A nalysis” illustrate the progress of 
chem istry and physics and underline the need for continuing progress.

A strik ing  example of this need is the analysis of m odern organic 
pesticides. Before W orld  W ar II, insecticides and fungicides were
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mainly inorganic chemicals. The synthesis of D D T  during the war 
stimulated the development of hundreds of organic pesticides that 
now dominate the field. During the growing season, the farmer often 
sprays several different pesticides on the same crop to control various 
pests. Methods for the analysis of each pesticide for each crop are 
too time-consuming, so in the last few years F D A  chemists have 
worked on perfecting multiresidue, multiproduct methods that are 
now used regularly in laboratory practice. One method, for example, 
can determine the concentration of the pesticide residues of 12 chlo
rinated pesticides on 33 different crops, in dairy products and vege
table oils, and also seven phosphated pesticides on two crops. The 
accuracy and reproducibility of this method was demonstrated by 
F D A  laboratories running many samples as unknowns. The results 
checked with each other to a satisfactory degree.

The volume of analyses grows yearly to keep up with the pro
gress of technology and the introduction of thousands of new con
sumer-oriented products. In the first 10 months of fiscal year 1970 
(July, 1969 through April, 1970), as an example, the F D A ’s 17 Dis
trict laboratories, the National Center for D rug  Analysis, the National 
Center for Antibiotics and Insulin Analysis, and the National Center 
for Microbiological Analysis ran approximately 100,000 examinations 
of samples. By far, most of the methods used were those approved 
by the AOAC and the United States Pharmacopoeia and the National 
Formulary.

The number of samples is so large and the advantages so great 
of examining samples “down the line” from the farm or factory to the 
retail supermarket or drugstore shelf that analyses in many labora
tories are being automated. Automated analysis does not lessen the 
responsibilities of the an a ly s t ; on the contrary, it increases them, 
since he must devise new tests suitable to a new class of complex 
equipment and must be sure that the equipment operates reliably.

The AOAC cooperates with many other scientific societies to 
avoid duplicating analytical methods. It  has established joint com
mittees with the American Society for Testing  and Materials, the 
American Association of Cereal Chemists, and the American Oil 
Chemists Society, and also has representatives on the Intersociety 
Committee on a Manual of Methods for Ambient Air Sampling and 
Analysis. The association has 34 liaison representatives with societies 
and committees such as the Council on Soil Testing and Analysis,
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the Association of Food and D rug Officials of the United States, the 
American Society of Brewing Chemists, and the American Society of 
Enologists (enology is the study of wine).

In t e r n a t io n a l  C o l la b o r a t io n
Although active membership in the AOAC is limited by its con

stitution to analysts employed in Federal agencies in the United 
States and Canada, it is actually an international scientific society of 
worldwide influence. The Journal of the Association of Official Analyti
cal Chemists has a circulation of 3,900 copies of which 1,560 are mailed 
to foreign countries. The 1965 edition of “Official Methods of Analy
sis” had a sale of 13,130 copies of which 4,941 were sold to purchasers 
in 72 foreign countries.

Although the A.OAC has been interested for a long time in ex
panding international cooperation, there have been serious obstacles. 
Shipments of samples from the United States could take weeks or 
even months to reach their destination, and deterioration, especially 
of foods, could be serious. For a valid collaborative study, it is es
sential tha t  the sample be received by the collaborating analyst in 
exactly the same condition as shipped from the associate referee’s 
laboratory. The slowness of communication, the multiplicity of lan
guages, and the differences in instruments have made international 
collaborative studies difficult.

Fortunately the barriers to international cooperation in the de
velopment of analytical methods are dwindling. Samples can now 
be sent by air freight in a m atter of days or even hours instead of 
weeks. Air mail has brought Europe much closer to the United States. 
Luther Ensminger, executive secretary of the AOAC, says his office 
in W ashington now gets mail from Europe as quickly as from Los 
Angeles or San Francisco. English has become the leading language 
of science and most scientists are able to read English scientific papers 
in their specialty. Also, a foreign associate referee can recruit collab
orators from his own or neighboring countries.

The remaining obstacle is passenger travel. Often a foreign 
associate referee may not be able to travel to W ashington to attend 
the annual meeting of the AOAC. In that case, however, he can in
form his general referee, who can arrange to have another scientist 
read his paper at the meeting.
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The changing situation is beginning to have its effect. Last 
year, for the first time, the AOAC had associate referees in other 
countries besides the United States and Canada. Of the 19 non-U. S. 
associate referees now serving, 14 are Canadian. The associate referee 
for analysis of vitamin D by chemical methods is from the N ether
lands ; for carbaryl in corn and corn products, an Indian sc ien tis t ; 
for diethylpvrocarbonate in beverages. German; for hydrogen cyanide, 
Australian ; and for sodium, Mexican. It is expected that in the next 
few years the number of overseas referees will greatly increase.

The AOAC cooperates with several international organizations 
on the standardization of analytical methods. It has, for example, 
representatives on the Collaborative International Pesticides Analyti
cal Committee (a European group) and works closely with that com
mittee on development and joint adoption of methods for the analysis 
of pesticide formulations. The aim is to provide, in time, complete 
uniformity and standardization of pesticide analyses the world over.

The AOAC also has special consultative status with the Food and 
Agriculture Organization of the United Nations. Dr. Robert Weik, 
an FD A  food chemist, represents the AOAC on the International 
Dairy Federation and International Standards Organization on the 
standardization of analytical methods for dairy products. Dr. William 
Horwitz, deputy director of the Office of Foods and Nutritional Science 
of FDA, represents the AOAC with the Office Internationale du 
Cacao et du Chocolat, which is concerned with the m arketing of 
cocoa and chocolate. AOAC has five FD A  scientists serving as its 
representatives with the International Association for Cereal Chem
istry. Dr. John Howard is concerned with food additives and their 
residues, Milo Prochazka with cereal foods, Mike Deutsch with deter
minations of vitamins, William Eisenberg with tests for filth in 
cereals, and Dr. Robert Angelotti with microbiological contamination 
of cereals.

At the October, 1970 meeting of the AOAC, the executive secre
tary will propose changing the AOAC constitution to make official 
analysts in all countries eligible for active membership. The method 
of voting would be changed. At present, each State, Province, and 
Federal agency has one vote. This would be altered to extend one 
vote to each country other than the United States and Canada. To 
cast their votes, the scientists representing their countries would have 
to be present at the annual AOAC meeting. [The End]
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Food Safety

B y  D A L E  R . L IN D S A Y

Dr. Lindsay Is Associate Commissioner for Science, FDA. His Paper 
Originally Appea'ed in the July-August Issue of F D A  P a p e r s .

IN H IS  C O N S U M E R  M ESSA G E on October 30, 1969, the P res 
ident asked that  the list of substances generally recognized as safe 

(GRAS), and thus exempt from safety preclearances under the Food 
Additive Amendment of 1958, be fully reviewed and revised as 
necessary to assure adequate consumer safety. This request followed 
the October, 1969 action on cyclamates and similar public concern 
about monosodium glutamate.

The President’s request stimulated a great many ideas as to 
the best method for accomplishing this review. Some interpreted it 
as a mandate to immediately begin acute and chronic animal studies 
for each substance on the GRAS list. Considering the Food and D rug  
Administration’s (F D A ’s) limited staff, physical facilities, and budget 
it was quickly apparent tha t  such a task was impossible, mandate 
or not. After getting the problem in better perspective, several things 
became clear:

• For a good many of these substances, and for the uses made 
of them, no cogent reasons existed for doubting their safety; no 
justification could be made for the funds required to test them. •

•  Many other substances were essentially proprietary com
pounds, the safety of which should be demonstrated by the 
manufacturer.

•  There existed no readily available source of information about 
the totality of uses of many of these individual subs tances ; for 
example, in which foods used, in what amounts, and constituting
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what part of the human diet? Obviously this information was 
necessary to arrive at conclusions as. to the risks that  would 
be involved.

• For nearly 300 flavoring and extract substances, the Flavors 
and E xtrac t  Manufacturing Association was in the process of 
compiling an inventory of uses. The Association was gathering 
information on quantities used in specific foods and experimental 
evidence of safety.

• One important ingredient was m issing ; that is, how many 
additional substances were in general usage as food additives 
which were also exempted from the Food Additives Amendment 
of 1958 by virtue of a clause in the Food, Drug, and Cosmetic 
Act (S. 201 (s) (4)) which exempted “any substance used in ac
cordance with a sanction or approval granted prior to the enact
ment of this paragraph pursuant to this Act, the Poultry Products 
Inspection Act . . .  or the Meat Inspection Act of March 4, 1907 . . . 
as amended and extended . . .” ? Unfortunately, there are no com
plete records of these prior sanctions which could have been 
issued by either FD A  or the United States Departm ent of Agri
culture (USDA ).

On April 9, 1970, an FDA Federal Register notice appeared: “Food 
Additive Status Opinion L e t te r s ; S tatement of Policy.” It  had a very 
simple purpose; in the absence of an established list of these sanc
tioned substances, this notice was intended to identify, through the 
procedure outlined in the notice, all of the prior sanctions that the 
holders of them cared to keep in force. I t  also very logically offered 
to update the opinions that  had been issued in the original letter. 
To accomplish this, the Federal Register notice announced that  these 
earlier opinions were thereby revoked and that  they would be “re
placed by qualified and current opinions if the recipient of each 
such letter forwards a copy of each to the D epartm ent of Health, 
Education, and Welfare . . . along with a copy of his letter of inquiry, 
within 60 days after the date of publication of this section in the 
Federal Register.”

I t  should be apparent that “qualified and current opinions” could 
not possibly be issued immediately upon receipt of the copy of the
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original sanction. They will require, in many cases, a considerable 
amount of time. Meanwhile, the original sanction must apply at least 
until the further consideration reveals some reason to change it. 
In this sense, the “prior sanction” cannot be revoked simultaneously 
with the revocation of the opinions, even though these sanctions were 
based upon the opinions contained in the letters. The success of 
the venture lies in the wholehearted cooperation of industry.

R e g u la t o r y  P r o c e d u r e s
Any current discussion of the GRAS list status requires an 

understanding of the regulatory procedures for food additives and 
pesticide residues.

T he Food, Drug, and Cosmetic Act, as amended, is the basic 
law under which these products are regulated. Section 201(g) of 
this Act defines a pesticide chemical as any substance which, alone, 
in chemical combination, or in formulation with one or more other 
substances, is an economic poison within the meaning of the Federal 
Insecticide, Fungicide, and Rodenticide Act (which is administered 
by the U SD A ) and is used in the production, storage, or transportation 
of raw agricultural commodities.

Section 201 (s) defines a food additive and, in addition, specifies 
the circumstances under which exceptions to the Food Additives 
Amendment of 1958 may be recognized. The definition of a food 
additive will be considered below, as will the most important of 
these exceptions—those substances generally recognized as safe, or GRAS.

Section 401 authorizes the promulgation of regulations fixing 
and establishing for any food (with named exceptions) a reasonable 
definition and standard of identity, quality, and fill of container, 
whenever such action “will promote honesty and fair dealing in 
the interest of consumers.”

Section 403(j) authorizes the promulgation of regulations for 
such labeling of special dietary food as is determined to be “neces
sary in order fully to inform purchasers as to its value for such uses.”

Section 404 authorizes the promulgation of regulations for is
suance of emergency permits providing for the conditions under
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which a particular food or foods may be manufactured when it has 
been determined that an emergency situation w arrants such action 
for the protection of the public health.

Section 406 authorizes the promulgation of regulations limiting 
the quantities of poisonous and deleterious substances added to food 
where such substances are required or cannot be avoided.

Section 408 authorizes the issuance of regulations establishing 
tolerances for the presence of poisonous or deleterious pesticide 
chemicals in or on raw agricultural commodities.

Section 409 authorizes the establishment of regulations prescrib
ing, with respect to one or more proposed uses of a food additive, 
the conditions under which such additive may be safely used, and 
includes the famous Delaney Clause aimed at excluding the use of 
carcinogens.

Section 702(a) authorizes the promulgation of regulations gov
erning sanitary and other conditions for plans under the seafood 
inspection service.

Section 706 authorizes the promulgation of regulations providing 
for uses of color additives.

In addition, section 3 of the Federal Hazardous Substances Act 
authorizes the promulgation of regulations declaring certain sub
stances to be hazardous and establishing variations and exemptions.

Sections 4, 5, and 6 of the Fair Packaging and Labeling Act 
provide for the establishment of certain regulations relating to the 
packaging and labeling of foods, drugs, devices, or cosmetics.

The Shellfish Sanitation Program  includes the publication of 
procedures in the National Shellfish Sanitation P rogram ’s Manual of 
Operation.

Model codes and other criteria and standards are issued under 
the FD A  function in Food Service, Milk, and Interstate Travel 
Sanitation Operations.

Food standards (§401), pesticides (§408), food additives (§409), 
and color additives (§706), all involve premarketing clearance based 
on the submission of adequate data by a petitioner.
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C o u r s e  o f  A c t io n
In the simplest of terms, the action upon a food additive or 

pesticide petition takes the following course :

A petition is submitted to FD A  by the manufacturer, formulator, 
or processor of the food additive or of the food which may contain 
a pesticide residue. This petition m ust make a thorough case for 
the safe usage of a food additive substance or for the safety of the 
pesticide tolerance requested. It  must describe the chemistry of the 
additive or pesticide, the analytical procedure most appropriate 
for its qualitative and quantitative assessment, its toxicity to ex
perimental animals and any known human effects, its microbiological 
aspects where appropriate, and any special characteristics such as 
antibiotic or radioactive qualities. Unfortunately, neither nutritional 
quality nor essentiality of usage are requirements in issuing regula
tions insofar as the Food, Drug, and Cosmetic Act affects food 
additives or pesticide residues.

After the petition is numbered and logged it is prepared for the 
review procedure and sent to an appropriate “product m anager” or 
project officer. Over two-thirds of the petitions received are found 
wanting in some essential feature. W hen this happens, a notification 
letter and two copies of the petition are sent to the petitioner and 
one copy placed on the “ inactive petition” file. If the petitioner 
offers a supplement in accordance with the notification letter, then 
the petition is reactivated and continues on its way as though this 
interruption had not occurred. If the supplemental material still is 
inadequate, the petition is held inactive until such time as the re
quirements are met or the petition is withdrawn.

For petitions found acceptable for filing, a tentative draft of a 
regulation is usually prepared and sent forward for technical review 
and evaluation by toxicologists, chemists, pharmacologists, micro
biologists, or other appropriate scientists. If the petition involves a 
pesticide, a certificate of usefulness is required of the USDA. The 
evaluations of all reviewers are forwarded, with the petition, back 
to the “product” or “project” manager.
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If the reviewers decide that  the scientific evidence presented 
supports the action requested, the project manager drafts the re
quired regulation and briefing memorandum, considering, as appro
priate, the comments that may have been received from other agencies 
that  might be affected by the regulation.

After final drafting the project manager sends both the regula
tion and the briefing memo to the Associate Commissioner for Com
pliance, where, in turn, they are sent to the Office of the General 
Counsel for legal review. Upon its return, and if acceptable all along 
the line, the Associate Commissioner for Compliance may either 
sign the regulation or initial it and send it to the Commissioner for 
signature. The approved regulation is forwarded to the Office of the 
Secretary of the Department of Health, Education and Welfare, where 
it is certified and sent to the National Archives for publication in 
the Federal Register.

A petition may be found wanting at almost any point in the 
reviewing process, sometimes on technicalities that  may be corrected, 
but sometimes because additional information has been received 
which requires additional testing, clarification, or other clearance 
procedures.

P r o b le m s  a n d  S u g g e s t io n s
W e have decided that there is a real need for a streamlining of 

the application review processes in FDA. The following is a sum
mary of the problems that were identified in the previous procedure 
and some suggestions for correcting them :

1. Excessive handling time for processing petitions.

Food additive and pesticide petitions constituted the greatest 
workload. Average times required to review and dispose of petitions 
are not the best indices of efficiency, since a large number of simple 
and short-term disposals may more than offset a few very difficult 
petitions which have taken considerably more than the statutory 
time limit. However, the major delays have been identified.

One prime delaying factor in the past was the fractionation of 
organizational responsibility, and this is being corrected. Perhaps the
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most important shortcoming that caused excessive delay at many 
levels was inadequate scientific planning for the types of testing and 
other data that  would be required. The creation of “product m an
agers” should result in either a more efficient review, or a change 
in managers. The use of a table of maximum times for each function, 
totaling no more than the sta tu tory  limitation, should be followed 
together with several other good management features.

2. Poor quality of petitions received.

Two-thirds or more of the petitions received during a test period 
last year contained insufficient data for favorable action without 
one or more amendments. The publication of revised procedural 
regulations is now in order since a proposal for them has already 
been published. This  action, coupled with dissemination of educa
tional materials and the development of a universal petition format, 
should improve the quality of food additive and pesticide petitions 
as well as to expedite their review.

3. Prompt availability of scientific data for reviewers.

An automated data retrieval system is needed to offset our 
shortage of personnel to search and review the literature concerning 
the substance under petition. A preliminary step in this direction 
has been made from 95 pesticide petitions which are stored in a 
computer, but much more is needed to implement an effective storage 
and retrieval system.

4. Improvement of scientific reviews and regulation adequacy.

W hen scientific reviews do not reach conclusions adequate to 
recommend an action, a considerable delay may result. The estab
lishment of internal guidelines, together with a program of education 
in legal and scientific requirements, should produce a marked im
provement, even in those reviews tha t  are adequate.

5. Adequacy of pesticide fees.
Fee schedules should be adjusted to reflect necessary costs.

6. Storage of petition files.
Currently one official and two nonofficial files of duplicate m a

terial are maintained, placing a severe strain on storage space. W hen
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action is completed on a petition, it should be reduced to microform, 
the original file sent to the Federal Records Center, and the micro
form file maintained for reference access by the Divisions concerned.

This is background for F D A ’s GRAS list review. As mentioned 
earlier, the review and inventory of substances generally recognized 
as safe by the Flavor and E xtrac t  Manufacturer's Association pro
vides a basic format for reviewing the official GRAS list. After 
several preliminary discussions with a panel of the Food Protection 
Committee, F D A  entered into a contract with the National Academy 
of Sciences in mid-April, 1970. The contract calls for development 
and field testing of a comprehensive questionnaire to be sent to the 
manufacturers and formulators making or using substances now 
on the GRAS list. In addition to the official GRAS list we will 
include the substances covered by prior sanction letters in conduct
ing this review. This should be completed by November, 1970.

As soon as the questionnaire is developed and tested, a second 
contract will complete the survey. This second contract must include 
some of the information developed under the first contract. Concurrently 
with the letting of this second contract, or even earlier, we will begin 
the evaluation of the substances reported upon in the field test. In 
fact, we hope to issue a Federal Register notice in the near future, 
based upon the knowledge jointly available in FD A  and in the 
Academy review panel, establishing the nucleus of a new GRAS 
list or its equivalent. I t  would contain substances that  have long 
been in use and about which we know a great deal, such as salt, 
sugar, and vinegar under specific conditions of use.

In conducting and evaluating the survey of the known toxicity 
or other adverse effects of these substances, we may find some about 
which there is enough information to w arran t regulations. Flowever, 
if safety data appear to indicate significant doubt, then it may be 
necessary to remove substances from the GRAS list and force the 
submission of petitions.

Some think tha t  when the job is done there will be no GRAS 
list. More likely there will be a much shorter GRAS list of items 
for which insufficient experimental evidence exists to w arran t reg
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ulations, but where no questions of safety over many years of 
usage are found.

A d v a n t a g e s  a n d  G o a l s
The advantages of the Academy survey are many. First, it takes 

the job out of the pressure cooker—it should be free of the pulling 
and tugging of regulatory responsibilities. Secondly, it will enhance 
the probability of accurate reporting of the extent and volume of usage 
— thanks to the fine cooperation of the Industry  Liaison Panel of 
the Food Protection Committee. Finally, among other things, it does 
not constitute an additional effort to be made by an already over
worked F D A  staff, but will be done by an experienced and proven 
team. By the time the final evaluation of findings is to be made, we 
will have worked out an orderly procedure for accomplishing this 
evaluation.

Some doubtful substances on the GRAS list will have to be 
reviewed by FDA. These will be substances manufactured or pro
cessed by many firms at marginal profits. W hen we find substantial 
consumer demand for the substance, FD A  would undertake its 
testing in the public interest. This, like any of the research done by 
FDA, may be done either by our own scientists, or by scientists 
under contract. I t  is obvious that any large load of such research 
will have to be accommodated by contract, since our own facilities 
and personnel are currently overextended.

One such substance about which there is doubt is saccharin. 
W e have not removed saccharin from the GRAS list and we are 
awaiting a review by the Nonnutritive Sweeteners Panel of the 
Academy’s Food Protection Committee before making a decision. 
T here is some legitimate doubt as to the incentive to the manu
facturers of saccharin to conduct extensive tests. Actually, saccharin 
is more important economically to formulators using it than to 
the manufacturers of the chemical.

F D A  should also continue to investigate the effects of cyclamates 
which are available as drugs for use by diabetics and others who 
cannot use sugar. In addition, we should better assess the risks that 
individuals face who have used cyclamates for the past decade or so.
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W e need to know more about monosodium glutamate. O ther 
substances range from many of the pesticides to mercury, with the 
latter consideration including mercurial pesticides, alkyl mercury 
derived from metallic mercury, and mercurial drugs. The primary 
problem facing us in all of these substances is that of extrapolating 
from animal experimentation to man. W e are in desperate need of 
proven methods which will permit us to test these substances over 
wider ranges, beginning with the often very low level encountered 
by man in his food and other environment, up to the no-effect level 
established in acute toxicity testing in two or more species of animals.

Review of the GRAS list, then, is but a part of the new picture 
of food safety. In the present decade we must not only use 1970 
science to look at substances considered safe by more primitive 
standards, but we must also use the best science has to offer in our 
continued questioning of our man-made environment. [The End]
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