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REPORTS

1969 FDLI-FDA Conference.—The
foIIowmq are additional papers pre-
sented at the 13th Annual Joint Edu-
cational Conference of the Food and
Drug Law Institute, Inc. and FDA.
ConcludmgD articles from the Confer-
ence will be presented n the March

Issue of the Journal.

E. M. Foster, Director of the Food
Research Institute at the University
of Wisconsin, gives some of the higli
lights from the report of the Salmonélla
Committee of The National Academy
of Sciences. His article, which begins
on page 60, is entitled “An Evaluation
of the” Salmonella Problem.”

Joseph C. Olson, Jr., in “National
Center for Microbiological Analysis,”
tells of the circumstances that led FDA
to establish a center to combat, on a
large scale, the health hazards presented
by ‘microbial contamination of our foods.
The article beg%ms on page.65. Dr. Qlson
is Director of the Division of Micro-
biology for FDA’s Bureau of Science.

‘L. W. Hazleton discusses “Other Con-
siderations in Foods and Food Addi-
tives™ in his article beginning on page
70. Mr. Hazleton confends that prog
ress toward solving the problems re-
lating to food addifives should includg
educational programs. Mr. Hazleton is
Director for Life Sciences of the TRW
Systems Group, Hazleton Laboratories.
“Food Standards,” by Keith H. Lewis,
P,resents the author’s explanation of the
ime reguwed to establish or amend food
standards, Dr. Lewis invites those con-
cerned with food standards to offer their
suggestions for shortening the procedure.
Dr." Lewis, whose article begins on page
74 is Director of the Bureal of Science,

FDA
REPORTS TO THE READER

TO THE READER

Beginning on page 78 Robert W.
Elkas, Mandger of Pharmaceutical Qual-
ity Control” & Services for Lederle
Laboratories, discusses “Revised . Good
Manutacturing Practice Regulations.”
Dr. Elkas says that manufacturers be-
lieve they could be subjected to *un-
necessary hardships” if the regulations
are interpreted unreasonably. _

Ira I. Scmers discusses the White
House Conference on Food, Nutrition
and Health from the canning industry’s
point of view in “Additives,” Standards,
and_ Nutritional Contributions. of Foods,
beginning on pagie 83. Mr. Somers sa¥s
that the “proposals, must be evaluated to
Insure that they will not represent ¢change
for change's Sake, Mr. Somers Is Di-
rector of Research Laboratories for the
National Canners Association.

Warren E. Whyte, Senior Attorney for
Abbott Laboratories, presents his opin-
lon of the “Effectiveness of the NAS-
NRC Drug Effectiveness Review,” be-
ﬁqmnmg on page 91 Mr. Whyte poses

e quéstion of whether FDA’S method
of implementation IS In the best interests
of the ,RUDHC. _

Beginning on page 101, Irwin B. Berch
explains that the purpose of “FDA’s In-
tensified Drug Inspection Program” is to
Insure that the benefits accrued through
research are transmitted to the patient
without diminution In quality. My, Berch
is. Director of FDA’s Philadelphia Dis-

trict, . _ _
“Revised Good Manufacturing Practice
Regulations,” by Robert W, “Jennings,
presents the. Government’s view of fhe
Rﬁoposed revisions, beginning on page 107.
r. Jennings, who ‘1S asSociated” with
FDA's Bureau of Compliance, contends
that abandonment to token improvements
will not result in a measurably better

drug supply.
PAGE 59
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An Evaluation
of the Salmonella Problem

By E. M. FOSTER

Mr. Foster Is Director of the Food Research
Institute of the University of Wisconsin.

HE REPORT OF THE SALMONELLA COMMITTEE of the

National Academy of Sciences is difficult to highlight in a brief

report, but | have been asked to do so by Mr. Franklin Depew. This
207-page report, which took almost eighteen months to produce, was
Publlshed_ last June as NAS Publication No. 1683. | will emphasize
our specific areas: (1) the seriousness of the problem; (2) control
measures by industry and the regulator}' agencies; (3) needs for
education and training; and (4) needs for research.

Seriousness of the Problem

It is common knowledge that some 20,000 Salmonella isolations
from humans are reported each year to The National Communicable
Disease Center, but this figure tells us very little about the actual
incidence of disease. In the first place, relatively few cases of Sal-
monella gastroenteritis ever are seen by a physician. Only a fraction
of these are hospitalized, and a still smaller number is submitted to
laboratory examination, which is a necessary step in diagnosis. Even
when the case is clearly diagnosed and a culture is isolated, the
information may never comﬁlete the tortuous path from physician to
State Health Department to the Communicable Disease Center (NCDC).
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Reportln? practices vary_W|deI[}/ among the states. In 1967, for
example, the top ten states with 44% of the country’s population ac-
counted for 60% of the isolations reported to NCDC. This represents
one isolation_per 7500 people in those states. By contrast, the bottom
ten states with 4% of the country’s population” reported only 1% of
the isolations, a figure equivalent to one isolation” per 40,00 peoPIe.
One may well question if the incidence of salmonellosis in the latter
ten statés actually is only one-fourth of the national average.

Taking these and other considerations into account, The Sal-
monella Committee concluded that 2,000,000 cases per year is a
reasonable estimate. This figure was arrived at by extrapolation from
the results of several intensive epidemiological” investigations con-
ducted by NCDC personnel.

. Measuring the economic impact of salmonellosis is even more
difficult than estimating its incidence. Without detailing our reasons,
the Salmonella Committee concluded that salmonellosis costs the
American economy at least $300,000,000 per year.

Thus, the sizeable economic impact plus the human sufferin
associated with salmonellosis combine to make this disease one 0
the more important microbiological problems facing our people today.

Controls

In view of the great number of Potent_lal vehicles of the Sal-
monella organism one may wonder if there is any hoPe of avoiding
infection. At one time or another outbreaks of salmonellosis in humans
have been traced to a wide variety of raw and processed foodstuffs,
water, pharmaceutical preﬁaratlons pets and human carriers. Even
soil was incriminated as the probable vehicle in one incident.

_ For_the past four rears special attention has been paid to the
elimination of salmonellae from processed foods and pharmaceutical
Breparatlons. Extensive testing programs have been undertaken both
y manufacturers and by the FDA. Any product found to contain
salmonellae has been withheld or recalled” from the market. Needless
to sa;r tlie food processing industry now is well aware of the Sal-
monella problem. *

Yet if one wants to reduce the incidence of salmonellosis in
humans, it is clear that processed foods Jexcegtmg e%] products) are
not the place to start. During the period 1962-1968, NCDC personnel
studied 138 outbreaks of food-borne salmonellosis with 15,761 cases
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in which the sgecmc food vehicle could be identified. 71% of the
outbreaks and 77% of the cases were traced to meat, poultry and egg
products, A very hlgh proportion of the outbreaks were associate
with faulty food handling practices in commercial food service estab-
lishments “and institutions.

Yet in spite of these statistics, the Committee was well aware
that processed foods and ingredients such as dried _egigs, dried milk,
Inactive dry yeast, carmine red, coconut and possibly a few other
items have, indeed, been associated with outbreaks of human sal-
monellosis. Moreover, compounded foods containing these ingredients,
such as milk chocolate, pink summer candy coatings, egg noodles,
and others have on occasion been found contaminated with salmonellae.
Whether these compounded foods have ever served as vehicles of
infection though is not recorded.

Up to now the presence of salmonellae in a food or dru% product
has been regarded as adulteration within the terms of the Food,
Drug and Cosmetics Act. There can be no serious ar%ument with this
_conceEJt. If the orgzanlsm IS present it is potentially harmful and that
is that. But unfortunately, the law does not tell Us how to decide if
It is absent. We know that contamination does not occur uniformly
in a food product; moreover, we know that very small numbers, even
less than 1_Per gram, are potentially dangerous, especially if there
IS opportunity for them to multiply before the food is consumed.
Therefore, the tendency has been t0 test larger and larger samples
in an effort to be sure that salmonellae are absent. The problem is
when to quit and decide that the product is not contaminated.

The Salmonella Committee considered this questlon at fqreat
Ien?th,_both in terms of the manufacturer’s problems, and of the
protection of the consumer’s health, We agreed that a Salmonella
organism s PotentlaII)A more dangerous in a product that offers an
opportunity tor growth before consumption by a hlghl}/ susceptible
individual “(instant nonfat dry milk for infant feeding, for examﬁle)
than it is in a product which does not permit growth and which is
normally consumed by an older Ferson lelk chocolate). Morever, a
Salmonella or%anls_m_ls_potentlaly more dangerous in a food that is
ready to eat than it is in a food that is cooked during processing or
before serving in the home.

~ The Salmonella Committee recommended that a food classifica-
tion system be established to reflect the relative degree of hazard
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based on considerations such as those 'LUSI mentioned. We further
proposed that foods in the more susceptible categories be tested more
rigorously than those in the less sensitive categories. Thus, accord-
Ing to our recommendation, the_sampllng and testing protocol would
give assurance with 95% confidence that the contamination level
was less than one organism per 500 grams, or a little over a Pound.
Similar assurance would be achieved for less sensitive products, but
with a smaller sample.

It should be emphasized that the Committee did not recommend
a tolerance for Salmonella in foods. It recommended a sampling
Plan which, if followed, would give reasonable assurance that the
evel of contamination, If any, would be below a defined limit, such
limit being related to the potential hazard of the product. Thus, in
essence, the Committee defined zero. Both industry and the regulatory
agencies need this definition.

The appropriate Federal agencies have recognized the merit of
a system such as | have described, and have asked the Food Research
Institute to develop a scheme that is gener,aléy acceptable. We have
assempled a small group representing both industry and governmental
agencies to consider how best to do the gob. It will not be easy, but
the need is clear, and | have hopes thaf we can make some worth-

while progress in the near future.

Education and Training

| am convinced, and | believe the Committee agrees with me,
that a major part of the salmonellosis in humans is a direct result
of faulty food handling practices and inadequate personal hygiene.
If one examines the record, he will find outbreak after outbreak traced
to roast fowl, cooked meat dishes, poultry salads, and the like. Sal-
monellae present in the raw materials should be killed during cook-
ing; hence it must be concluded that foods are often recontaminated
?_ftﬁr cooking, both in the home and in commercial food service estab-
ishments,

Of course it could be said that extreme care in handling would
not be necessary if the raw products were not contaminated in the
first place. To a degree this is true, but the facts are that we shall
continue to have Salmonella contaminated raw animal products in
our food supply for some time to come. No doubt the situation could
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be improved by better handling practices during slaughter and processing,
but as long as infected animals are sent to market, we shall have
contaminated products in our food supply.

The ultimate solution goes back to the farm, but to eliminate
Salmonella from our domestic animals will require revolutionary
changes in husbandry practices. In the meantime, what can we do
to reduce the incidence of salmonellosis in humans?

,  The Salmonella Committee foresaw the need for a massive educa-
tional campaign directed at everyone in the food supplfy chain in-
cluding the farmer, the processor, the distributor, the food service
operator, and the housewife. Each segment in the chain needs to be
told what to do to minimize the Salmonella hazard while the animal
or the product is in his hands. Accidents still will happen, but an
understanding of the problem should reduce the frequency of disease.

Research Needs

There s _nothmg mysterious or sinister about the salmonellae.
iThey rar_eg kill anybody; in fact, the vast majority of cases are rela-
tively mild and uncomplicated. Perhaps this'is why we have been
willing to live with them as we do, paying the price we pay and
hoping the next victim is somebody else.” We already know how to
improve our chances; we could help matters a great deal if we merely
insisted on sanitary food handling all along the line.

But to make substantial progress toward ultimate control we
must learn a great deal more about salmonellosis both in man_and
animals. To devise control measures we must find out how animals
become infected, where the organisms exist in the body, and how
they are spread from one animal to another. Likewise, 'we need to
know more about the disease in man, conditions leading to infection
the size of the infectious dose, and possibilities for chemotherapy and
'immunization. These are but a few of the research needs foreseen
by the Salmonella Committee. The Committee's list is by no means
complete; it merely includes a few areas of obvious need.

It has not been possible in this brief time period to cover all the
highlights of the Salmonella Committee’s report. T have not even
imentioned problems relatm? to the control of Salmonella infections
Inhospitals and on farms. [f you are interested in more information
‘verhaps you should read the report. [The End]
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National Center
for Microbiological Analysis

By JOSEPH C. OLSON, JR.

Dr. Olson Is the Director of the Division of
Microbiology for the FDA's Bureau of Science.

HE GREAT ACCELERATION IN THE DEVELOPMENT

and application of new tech_nologz_les in the food industry during
recent years has required a reorientation towards surveillance activi-
ties relative to the microbiology of foods. Large quantities of convenience
foods, many of them new, are now being mass produced. Many of
these, which require only defrosting-, rehydrating or warming prior
to serving, are used daily by the nation’s homemakers, the airlines,
and other types of commercial food services. Because of the mass
Productlon_echmque_s,used by manufacturers coupled with our rapid
ransportation capability, there is a grave risk that if food becomes
contaminated at any point before it reaches the consumer, thousands
of people could be endangered. Food hazards resulting from lack of
adequate “process assurance” safeguards have occurred, and continue
to occur, as evidenced in numerous reports of epidemiological in-
vestigations of food-borne disease outhreaks.

~ We do not tolerate disease-producing organisms in foods. Factory
Inspections with bacterlologlcal tests are an important method of
checking on the adequacy of manufacturing practices, partlcularlx in
factorieS producing food that may be consumed without further heat
treatment, or following a warmingprocess only. In addition, efforts will
be directed toward ready-to-eat foods prepared for institutional use, inter-
state carriers, restaurants, and similar mass feeding operations.

In areas other than food, health hazards are also present. Ex-
panding scientific information and better reporting continue to uncover
Important hazards, real and potential, from microbial contamination
of drugs and cosmetics. In the latter part of fiscal year 1968, and
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again in early fiscal year 1969, topical lotions were implicated in
serious infections of hospital patients. Again, centralized production
facilities and rapid dissemination by the American transportation
system carried such products to all parts of the nation.

In setting up the National Center for Microbiological Analysis
(NCMA), The Food and Drug Administration (FDA) hoBes to fill in
the gaps that presently exist'in the attack on these pronlems. The
Center will examine large numbers of samples rapidly and efficiently,
thus permitting us to accumulate data on any commodity in a short
Perlod of time. BPI using effective surveillance procedures, we hope
0 go a long way toward" preventing illness, instead of reporting con-
tamination or correcting it after it hapRens. FDA recognizes that It
cannot do the job alone. It is hoped that with the information pro-
vided by the Center, plus other resources such as industry self-certifi-
cation, planned inspections, state and federal programs, ‘etc., we can
arm the many quvernment and private institutions of this. country
with the kinds of information that will lend direction to their efforts,
Within FDA, the Center will assist greatly In identifying for our
seventeen district offices the foods an drugi,s which currently pose
the greatest threat, thus resulting in a better utilization of our manpower.

. The Center, under the supervision of the Division of Microbiology,
will_conceive, plan and execute programs whereby it: _
L Tests large numbers of food, drug and cosmetic samples obtained

in planned regulatory, surveillance, market product survey, and

self-certification programs; _ _
Assists in the development of simple, rapid screening methods for
the analysis of such samples ; , .
AdaRts_the analytical methods, where feasible, to assembly line,
mechanized, or automated systems ;.
Develops a_high degree of expertise and adequate facilities for
sterility testing of P.arenteral drugs ;and _
Conducts examinations for specific pathogenic microorganisms or
their toxic products,

Program Objectives

~ The program objectives of the Administration for the _commg
five years are to materially reduce microbial contamination in bot

domestic and import food products, and to ensure that no batch of
marketed drugs will fail to meet compendia standards. It is impera-
tive that FDA increase its ability to analyze large numbers_of samples
rapidly and efficiently to determine if these objectives are attained.
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At Present_, sample collections often exceed the analytical cap-
ability of the district laboratories. When a backlo%_of samples deveIoPs,
the overflow is shipped to the Division of Microbiology. As presently
organized, the districts will not be able to examine ‘the volume of
samples anticipated in coming, years. The examination of essentially
routine samples by the Division of Microbiology Division hampers
research programs, and it cannot take on a largér load.

In recognition of these problems, a number of discussions were
held over the past two years relative to the feasibility of conductin
certain microbiological “examinations on a centralized basis. Sta
papers were Prep_ared which considered various facets of the general
?roblem of attaining the_microbiological analytical capability required
or m_e_etln% program objectives. The result of these discussions was
a decision by the Office of the Commissioner to institute a pilot study
t[g)_ ?e_ tconducted within the laboratory facilities of the Minneapolis

istrict,

The decision to Proceed with a pilot study was reached in mid-
August, and limited funding became available on S,e[)_tember 1, 1968.
In view of the fiscal dyea_r_1_969 employment restrictions, the study
was tg tl?]etlmplemente utilizing existing personnel resources. It was
agreed that :

L There would be no physical alterations to the Minneapolis district
office (MIN-DO& building; _ _

2. Personnel would be detailed from Washington and from various
district offices ; , S ,

3. MIN-DO would provide the administrative-clerical support and
would exercise control over the shared facilities ; and

4. The Division of Microbiology would be fully responsible for the
analytical program, and the Center would provide microbiological
analytical support to MIN-DO.

Center Operations

By September 15, 1968, arrangements had been_com?leted for
personnel to re‘qort on detail to Minneapolis, requisitions for equip-
ment and supplies had been submitted for processing, sampling in-
structions had been transmitted to the districts
discussions had been held concernmgr data retrieval.

The sampling schedule called for deliveries that would allow
analytical work to begin on October L The majority of the personnel
reported hetween September 15 and September 23 for the purpose of
preparing media, stains, and reagents and making equipment operational.
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Analytical Work

Samples Samples Recgived
Product_ Requested and Examined
Frozen Pies 80 10
Frozen C-P Shrimp 20 20
Eg? Noodles 24 22
Gelatin 22 12
Hi-Protein 20 20

For three products, the districts could not obtain the total num-
ber of samples requested because the firms had gone out of business
or were not producing during this particular period.

It may be noted that each sample consisted of 10 subdivisions;
therefore, within a two-month period of analytical work, the Center
conducted microbiological examinations of 1440 units. In addition
seventy-five subdivisions of cheese were examined for stathIococcal
content, fifty subdivisions of gelatin were examined for Salmonella,
coliform, and total aerobic count, and approximately 1,000 subdivi-
sions of various products were examined for MIN-DO. By the use
of team-approach and the application of assembly-line technigues
the Center examined some 2,500 subdivisions. This was accomplished
by ten at-the-bench mlcroblolog[sts. The attainment was achieved
under less than ideal conditions since there was a shortage of incuba-
tor space, and there were inadequate facilities for dishwashing and
media preparation. The work could have been increased had the
sample flow been uniform. We estimate the output to have been
four to five times the capacity of a five-man district laboratory.

In our opinion, the pilot program was very successful, and amply
demonstrated that a Center is a practical way of examining large
numbers of samples within a short period of time. It is evident that
a Center can examine a Iarﬁ;er number of samﬁles than can any
present laboratory within the orgamzatlon. The analytical data
garnered from the operation would have taken months™ under the
Presen_t laboratory system,, and would have been V|rtu_all¥_ impossible
0 achieve without diminution of regular district examinations.

The pilot program covered a wide range of microbiological
anaI%/ses, includingsterility, aerobic plate count, coliforms, E. coli,
staphylococei, C. perfringens, C. botulinum. staphylococcal entero-
toxins. and_antibiotic residues. A capab_lllt%/ to pérform a diversit
of analyses is essential for a Center that is fo_ supplement the wor
of the ‘individual district laboratories in carrying out a national pro-
gram in microbiology.
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Examination of the product survey samples indicated a need for
follow-up on certain firms. We understand that the districts con-
cerned instituted appropriate actions, Analytical work also led to
the discovery of violative imports, Salmonella in an egg-breaking
plant, and Salmonella in one sample of instantized nonfat dry milk

Current Progress

~ Programs designed especially for NCMA were not completed for
implementation during the first quarter of fiscal year 1970, Tramlng
of five new employees was accomplished, and the Center examine
samples from two™ districts totallln% 1,300 units in 127 food samples,
The programs suggested for the remainder of fiscal year 1970
P_Iace top priority on dangers to the health of the consumer. In addi-
jon to handling the microbiological workload for the Minneapolis
district (estimated at 400 samples—>5,000 analgy)tlcal units), the Cen-
ter exloects to examine a maximum of 300-350 samples cont_ammﬁ
a total of 4,000 analytical units. In some instances, each unit wi
undergo examination for several types of microorganisms. These
examinations will include determination of the incidence of C. botu-
linum in cold smoked fish, potentially toxigenic staphylococci in
cheese, and Salmonella in high-risk dry mixes (such as those con-
taining eggs, %/_east., milk, or dried milk rqducts?. _
_Current thinking for fiscal year 1971 is that the Center will ex-
amine some 13,000 analytical units (approximately 1,300 samples)
with continued emphasiS on products 'in the "high-risk” category.
This will include ready-to-eat foods of the types prepared by com-
missaries for institutional use, interstate carriers, restaurants and
similar mass-feeding operations. The problems involved in shipping
these latter products (refrigerated items) will be worked out during
this fiscal year, _ , _ _
A microbiological analytical center is a practical and econgmical
way of examining large numbers of microbiological samples without
materially affecting present district functions ‘or impairing the re-
search studies of the other units within the Division of Microbiology.
The Center will make it possible to implement a national program™in
microbiology, and will supplement the district laboratories. These
latter will ‘still remain essential for such things as the handling of
special samples, food poisoning investigations, participation in micro-
biologist-inspector teams to evaluate factory conditions, and source
of advice to the District Director on microbiological proble[rPﬁ. End]
e En
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Other Considerations
In Foods and Food Additives

By L. W. HAZLETON

Mr. Hazleton Is Director for Life Sciences for the TRW Sys-
tems Group, Hazleton Laboratories, Falls Church, Virginia.

AT THIS MOMENT IN HISTORY it is difficult to prepare a
A presentation under the broad topic of “other considerations” per-
taining to food additives. In the broadest sense, food additives in-
clude, not only those chemicals which may be used deliberately, but also
those materials which become a part of food from environmental
sources, such as pesticide residues. _ _

Preparation for a public presentation today seems to involve
reading the daily newspa}ﬁers, magazines, the Congressional Record,
and the trade journals. Too often this is considered sufficient back-
ground for public utterances. Instead we should _%o first to a review
of published scientific literature and, when possible, to the carefully
P_repared research information and other data in food additive peti-
lons, color additive petitions, new drug applications, and other formal
submissions required for requlatory “purposes. It would also be
desirable to study the authoritative reviews of the World Health
Organization Expert Committees, the National Academy of Sciences
reports, and other special or ad hoc advisory committee reports. This
course, however, does not provide for “instant science,” and 'is apt to be
short-cut by reading policy statements or Federal Register proposals.

This is a significant period in the hjstory of food additives, be-
cause never before in history has a nation been in such a basically
favorable position to provide  adequate food for_its total population.
Time does not permit a review of the contributions which food
additives_and pesticides have made toward this adeciuacy of food
su,pﬁly. These facts are, however, well known and well documented ;
without the additives_and pesticides our food supply picture would
be entirely different, if not actually dismal.
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Note that the emphasis has been on the ability to supply food.
That we have hunger and malnutrition in this country is also well
established. The correction of the economic and social ?roblems
involved in adequate nutrition has just been the subject of a four-
day conference at the White House.  While it is too soon to evaluate
the results of that conference, it certainly is to be hoped that the
emotional issues involved will not result n a reduction in the food
Rroducmg storage, and distribution advantages that food additives
ave provided.

) Public Interest . ]

_ Basically, of course, the most important “other consideration”
with regard to food additives is the widespread public interest in this
subject.” It is regrettable that much of this new public interest has
been aroused by, and is based on, inadequate and inaccurate informa-
tion. This information appears in the public press and sometimes in
the scientific press. It can be inadequate for many reasons, including
structure or interpretation of results. .

Both the scientific community and the general public become
confused about the current administrative setup when the public
?ress carries a policy statement on 2,4.5-trichlorophenol emanating
rom the office of the President’s Scientific Advisor; announcements
on the cyclamates and DDT from the Secretary of Health, Educa-
tion, and Welfare; a statement by Dr, Mayer, the President’s con-
sultant on nutrition, adwm\m},the elimination of salt from baby
foods six weeks before the White House conference: and a declara-
tion by Dr. Egeberg, Assistant Secretary for Health and Scientific
Affairs, that he is more worried about monosodium glutamate than
the recently banned cyclamate sweeteners. _

No one helieves in the status quo in such an important aspect
of our national health and economy as food additives. Fortunately
our nation_has not been in a status ‘quo position over the last severa|
decades. There is, however, continuing room for hoth scientific and
administrative improvement. It is encouraging to see Secretary
Finch’s support for the necessity of chan%ngFthe so-called Delaney
Clause in the Food Additives Amendment to the Federal Food, Drug, and
Cosmetic Act. It is also encouraging that sincere efforts are Dbeing
made to revamp the Food and Drug Administration (IFDA) into a
more modern, effective administrative setup.. Certa_m%{_untll this
vital agency can develop a greater separation into scien ific and legal
responsibilities, less than satisfactory functioning will continue. " |
personally do not agree that the important division is between foods
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and drugs. Both are part of our total environment, and the same
scientific and legal principles apply to each. The Delaney Clause,
perhaps more than anythln% else, demonstrates the futility of dictat-
Ing scientific judgment by legislative fiat. _

~ Both legally and administratively, the National Academy of
Sciences-National Research Council has an advisory working Tela-
tionship with FDA, as well as with other federal officials and algenmes
involved in_ the whole subject of food additives. Unfortunate g the
administrative mechanism " of this relationship is outmoded Dby its
cumbersomeness. Under the present setuE, literally months may go
by before all of the background paper work can be accomplished even
to set into motion an advisory study requested bi/\_the government
agency from the National Academy of Sciences. This response time,
| "emphasize, is not in the performance b%/ the Academy, but rather
In initiation time. Following initiation, there may be room for criti-
cism in the response time required, but this is not the initial delay
in obtaining advisory responses.

Largely initiated by the monosodium glutamate subject, the
whole “gerierally recognized as safe” (GRAS) list is being questioned
at levels from consumer advisors through Con?res_s. y sense of
history tells me that these pressures for instant science will result
in the” expenditure of untold amounts of manpower and money that
are not justified by the record. It is certainly true that this list ‘should
be under continuous, orderly review, and that"any chemical on it should
have its review accelerated any time there is a question as to its
status. Hysteria and crash programs are not, however, going to
solve legitimate questions concerning the GRAS list. Sucha proce-
dure as now seems imminent can on!g result in further chaos in
regfard to food additives. Is it worth the $30 million that publications say
will be the first year's cost? Or $60 to $90 million for the same thing
on pesticides? Money alone will not buy instant science.

Public Confidence . .

_ Perhaps the most serious “other consideration” regarding food
additives during the last year or so is the shattering o Publlc con-
fidence in the adequacy and quality of our food suppl¥. n a nation
v'here, and at a time when, we are blessed with one of the best food
supplies in the world, it is indeed unfortunate that irresponsible and
ill-conceived publicity has resulted in shaklnq the confidence of the
public. One can only hope that this, too, shall pass and that out of
it will come a more streamlined and efficient educational program
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which will help our public to understand their great good fortune in
living where food is available and where the problem is only how-
to use it properly and distribute it more efficiently. o

Perhaps the continued rational development and exploitation of
food additives suiters most from the concept that instant science can
be achieved through public clamor. Science, of course, is not the
_onI%/ aspect of our communlt?/ life_suffering from the demands for
instant solutions. We have all criticized the slowness of regu_latory
activities and of the working of scientific and deliberative bodies. It
IS probably true that these processes could, and should, be speeded
up. This is different, horvever, from thinking that the underlying life
science research can be accelerated. While research toward this lat-
ter obLectlve is_continuously under way, it is important that adequate
time De permitted for the careful development of the scientific
evaluation and judgment necessary to reach valid conclusions. Qur
history during the last half-century suggests that our record has
been good. Precipitous action, whether required by misquided law,
or in response to public clamor, is not necessarily in'the best interests
of the public. Certainly a crusade in the guise of consumer protec-
tion which would undo”the careful progress made during these years
IS unjustified.

o Orderly Progress )

In summary, it is to be hoped that the peoPIe here at this con-
ference will, each in his own way, join other efforts to bring order
rationally and logically out of "the present food additive chaos;
Specific “activities “are “being undertaken toward this end by the
Society of Toxicology, the National Research Council, the American’
Medical Association, and the President’s Task Force on Science
Policy, among others. Even Congress may join us in this effort!
Représentative Brademas of Indiana has introduced a bill “to author-
ize the United States Commissioner of Education to establish educa-
tional programs to encourage understanding of policies and support
of activities designed to enhance environmental quality and maintain
ecological balance.” We would certainly expect such a program to be
broad” enough to include the classification of food additives, pesti-
cides, and other chemicals in the environment as ecological factors.

We know that there are problems, that there always have been,
P_roblems, and that there will be problems in the future. This is the"
ime for a concerted endeavor toward correcting the problems that
do exist, hut Perhaps more importantly, to mount a campaign in the con-1
sumer interest to educate the public on these subjects. [The End];
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Food Standards

By KEITH H. LEWIS

Dr. Lewis Is the Director of FDA’s Bureau of Science.

a privilege that | accept with some m_|sg|vm§%s, because | can

m no special knowledge about the techniques of standards devel-
opment or their legal implications. Nevertheless, the initiation and
processing of food standards is an important function of the Bureau
of Science which has concerned me from the time | was appointed
Bureau Director a few months ago. My normal interest in this
function has been sharpened b%/ the probing questions that have been
asked by the Administration, by industry, and others about the time
required to establish or amend food standards.

The search for answers to these questions has required a thor-
ough review of the entire process by the staff of the Division of
Food Chemistry and Technology of "the Bureau of Science. As a
result, we have changed several practices and instituted new controls
that should bring about substantial improvements. For example,
when the Commissioner contemplates establishing or substantlal_lr
amending a standard on his own initiative, all interested persons will
be invited to offer information and suggestions before a formal
Broposal IS published in the Federal Register. The invitation would
e accomplished either by the Commissioner’s publication in the
Federal Register of a noticé of intent, or by his use of press releases
and other means to inform industry, consumer groups, institutions
of learning, and others of his intent and needs. | sincerely hope that
all those interested will participate by responding to such invitations.

We are experimenting with a sug[gestlon from industry that
some method of developing an early muttial understanding would be
most helpful. We believe the new approach has the advantage of
wider participation and development of better information as a basis
for the formulation of Rroposals, and it should minimize the excep-
tions or objections to them after formal publication.
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Similarly, when industry or other interested persons wish to
establish or change a food standard, | urge that an early review and
discussion of the petition be undertaken with our Food Standards
Branch before a tormal document is submitted. Those who have
already taken ,advantaﬁe of this service will, 1 am sure, agree that
the informal review usually reduces the time needed for processing.

You may be interested in knowing that a strict internal control
system providing for frequent reporting to the Office of the Commis-
sioner of the present status of each food standards project has been
Instituted. This s%/stem will permit us to_check into”any unusual
deIaY and eliminate the cause for delay, if possible. If ‘the delay
results from lack of supporting data, ‘or from some other cause
within the scope of responsibility of the petitioner and cannot be
P_romptly Overcome, it may cause a petition to be denied. Such rejec-
ion would not prejudice reinstituting the petition at a later date,
after the problems "have heen resolved. Any suggestions you may
have on this feature will be welcome.

Processing a Proposal ) o

Let us further consider the time taken for processm% a petition.
| agree that the time is sometimes too long. | am told that until a
few years ago we routinely, and with few exceptions, provided thirty
days for the filing of comments, but now we provide for sixty days.
This has greatly extended the time for rproc_es_smg a proposal, but it
was done because extensions of time for filing comments were so
frequently requested. . N

Even the processing of an atypical food standards petition, one
that is relatively mmp_hv and requires no great deal of research on
our part, takes a considerable amount of time. For a full review by
all agency echelons we must send all documents—in sequence—to
four different buildings, where our various units are located.

| think rou can readily see why a complicated and controversial
ProPosaI will require much more time and effort to Process. | realize
hat to the petitioner the proposal may seem simple, and clearly in
the interest of the consumer. Since he’has invested time and money
on research he is naturally impatient, but he must recognize that
others may not immediately agree with his proposal, or for that matter,
may oppose it. _ _ ,

Let us now consider the other side of the coin. What delays are
sometimes caused by the petitioners or others outside of govern-
ment? Of course orie easily recognizes the problem of imperfectly
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prepared petitions. This ma%/ be clue to: (1) lack of reasonable
igrounds to properly suP_port the proposal, with no readily convincing
evidence that Its adoption would promote honesty and fair _d_ealm%
in the interest of consumers; or (2) an inadequate recognition o
past requlatory history, such as a hearing record bearm? on the
proposal; or (%) a lack of provisions for proper label declarations;
lor 84)_ simply incomplete coverage. Another cause for delay is the
last-minute submission of comments, or ob{ectlons, or both. " If they
jwere sent in before the actual deadling, our staff could start tabulating
land checking them early.

4 | am advised that the legal profession is intensively seeking a
solution for the problem of delays caused by our hearing procedures.

Alleged Conservatism

We in FDA sometimes hear that we are overly conservative
and_sometimes oppose change or progress. Be assured that we, in
fulfilling the Congressional mandate to amend or establish standards
that promote honesty and fair dealing in the interest of consumers,
are vitally interested, as %/ou are. to establish a standard or promul-

ate an amendment If it benefits consumers. | shall be interested in
3ear|ng the full details of any instance of undue conservatism.

However, | believe you will agree with me that for a standard
to be meaningful, it should not be changed solely to serve the eco-
nomic advantage of a manufacturer or ingredient supplier. Further,
a petition that lacks adequate support may cause us to a?_p_ear to be
unduly conservative when, in fact, it may" be that the petitioner has
jnot given us all the available information that would support the
changes he desires. If there is consumer benefit to be derived from
a_major change in the finished food, the manufacturer should not
simply seek to"hang onto the identity of a well-known and established
ifood,” but instead ‘should give serious consideration to establishing
a new identity or subidentity for the product under a new or modi-
fied name. Here, | believe being called “conservative” when we
protect the integrity of a food—when we insist that any change,
ieither in composition or labelling, should not work to the consumers’
detriment—may well be considered a compliment. In other words,
we are not convinced that “change” and “progress” are necessarily
one and the same in every instance.

~As you know, there is considerable interest, not only in protect-
ing the “nutrient levels of our foods, but also in improving them
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where necessary. At present, nutrient enrichment or fortification is
essentially optional. Should this condition continue? Should we
Prowde for a rational nutrition improvement for more of the common
oods? Have nutritional asPects played too minor a role in the formu-
lation of food standards? 1s the old philosophy of food standards,
which is concerned primarily with the ?_rotectlon of the essential char-
acteristics of our conventional foods, still adequate to insure a whole-
some and nutritious food suppI){_? Particularly, is it adequate in
the light of radical c_hanPes i eating habits, the use of food extend-
ers, and the Fotentlal or application of new Erocesses and tech-
nology, as well as the development of new foods? Would new legis-

lation help? | welcome your suggestions here as well.

~ How many of you have been concerned ahout FDA's recent

Interest and actlvn% with respect to microbiological standards for

foods? Dr. Olson has adecluately covered this subject, and | can

only add m% voice to urge that public health _a?en_cles and industry

strive together to develop meanmgiful microbiological specifications

and microbiological limits that will assure the safety of processed

Perlshable products such as frozen or dried foods, precooked frozen

oods of a moist neutral nature, and precooked chilled foods. Should

mlcrob!olo%!cal criteria be incorporated as a mandatory requirement

of an identity standard? | welcome your thoughts on this matter

too. | sincerely believe that the reputable manufacturers of foods'
have as much at stake in mamtalnm? a dynamic food standards pro-1
gram and a meaningful enforcement program as do consumers, for

oth suffer from the careless or shady food manufacturers. Sound:

equitable rules, and an even-handed enforcement program can only-
benefit all concerned. >

) Cooperation for Progress

Finally, | assure you that if you have need for a new standard?
or an amendment to an_existing one, which will truly promote
honesty and fair dealing in the interest of consumers, we are sym-
Pathetlc to that need. You will receive all,of our available coopera-
jon. In turn. | ask that when you receive a request from the
Commissioner to assist him in establishing a new standard or amend-
ing an existing one, which is also for the purpose of promotin
honesty and fair deallngi in the interest of consumers, that you, too:
extend all of Y_our available cooperation. We all have stoc holders*
—200-plus million of them.

My staff and | shall be happy to discuss, now or later, any food
standards problems or questions you may have. [The End]}.
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Revised
Good Manufacturing Practice
Regulations

By ROBERT W. ELKAS

Dr. Elkas Is Manager of Pharmaceutical Quality
Control & Services for Lederle Laboratories.

A FITTING CAPTION FOR THE PROPOSED REVISION in

A the Good Manufacturing Practice Re%ulatlons for drugs EGMPS)
might well be the old Army Air Force s_o?an “The difficult we do
immediately. The impossible takes a little longer.” For over a
guarter of ‘a century, experts on the manufacture ‘and evaluation of
rug products, both in industry and government, have strived to create
what might be called a total quality control s?/st_em. It has been a
unique challenge, fraught with a myriad of perplexing and complicated
obstacles, but we are now on the threshold of that gipal. The proposed
GMPs might be looked upon as an outline of a qua ItY control system,
and thus represent a standard framework on which all sizes and types
of drug manufacturers can build. To be sure, the subject is a com-
plicated one. but nevertheless, the question might well be asked:
‘Why did it take so long?”

The philosophers tell us that the test or standard of judgment
concerning the excellence of anything, whether structure or function,
IS determined by a study of the natural or normal development of
that thing, and that a criterion is reached by carefully making ex-
plicit the implicit tendencies of any function. In this respect, the
culmination of the Revised GMPs is to be hailed as a testimonial to
the persistence and perseverance of a whole generation of dedicated
scientists within the drug industry and the Food and Drug Admin-
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istration (FDA). While the sheer love of excellence has given us
something in common, the really motivating force that has led to this
_hlg_he_st form of collaboration is'a deep, basic common concern for that
individual at the end of the line—the patient!

_Since the end of World War Il, each passing year has seen the
Introduction of new and more intricate drugs, methods, and machines.
Concurrent with these changes, the field of medical knowledge has
expanded and advanced even more rapidly. In fact, each advance in
one area has stimulated, in turn, an advance in the other. As a
result, we have in the é)h_armaceutlcal field today a de&ree of sophis-
tication not_to be found in most other industries, and the very nature
of medicinais compels a degree of control surpassing that asSociated
with most other industries.” It is not surprising, then, that there is
an abundance of governmental regulations pertaining to drug products.

~ The responsibility of the drug manufacturer is not only exten-
sive and exacting; it includes the heavy burden of being held accoun-
table for adherence to GMPs and such other standards as a firm may
employ. That is. he is accountable for unauthorized errors in Audg-
ment or performance committed by his employees. Added to this is
the varying degree of intensity applied in the enforcement of drug
laws and regulations. While some of the requlations are directed at
the end product itself, other regulations are directed at what the
manufacturer does or fails to do. The drug regulatory official in

overnment, mindful of the relative importance and applicability of
these numerous regulations, must constantly seek an effective balance
between his enforcement activities and his activities in the area of
educational and voluntary compliance programs for industry. | allude,
of course, to the oft-used expressions, “letter of the law™ and “spirit
of the law,” and their respective orders of precedence in the areas
of compliance and enforcement. The FDA ‘information and educa-
tional programs, with their conferences, seminars, and workshops,
have been extremely helpful and effective in achieving our common
goal. The two-way communication they foster has been invaluable
In solving many of our mutual problems.

Scope of the Regulations

~Basically, government drug regulations cover three stages of
industry activities, namely: (1) animal toxicity testing and human
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clinical studies on new products prior to introduction d(referred_to
generally as safety and efficacy) ; (2) manufacturing and packaging
operations (standard operating procedures) ; and (3? finished dosage
form evaluation (conformance of distributed products to compendial
or other established analytical specifications). The second of these,
the requlations concerning drug manufacturing and packaging opera-
tions, 1s the subject of our discussion today.

The Revised GMPs reflect a clarification of the initial regula-
tions issued in 1963, the %eneral aim being toward greater specificity.
They also include several proposed features which have been added
for the first time. Some of these newly added features would have
especially far-reaching effects on manufacturers, and | should like
to confine my comments to these few controversial regulations.

The proposed broadening of the GMP regulations to aP_pI_y to
the manufacture of raw material components as well as to finished
pharmaceutical dosage forms is considered by manufacturers to be
impracticable and unnecessary. While the regulations could be ap-
plied meaningfully to finished dosage forms, manufacturers believe
that they would not be applicable, within reason, to components.

‘The proposed addition to the GMP requlations of microbial
purity requirements for components raises questions in the minds of
manufacturers as to interpretation, both of scope and extent of sam-
pling and degree of testing. Manufacturers believe that they could be
subjected to unnecessary hardships if unreasonable interpretations
were made of such a requlation, especially with regard to the kinds
and levels of micro-organisms that would be considered objectionable
for the various intended uses of the components.

“The proposed addition to the GMP requlations of bio,logli.cal
availability testing presents a question of applicability and feasibi |tg.
Manufacturers believe that time-consuming and costly tests could be
unnecessarily imposed if such a regulation were interpreted literally,
particularly in view of the impreciseness of the term “bio-availabilitv.”

_The proposed addition to the GMP regulations of expiration
dating of all products presents a serious problem to most manufac-
turers in that there is an open question on the need for dating all
sproducts, and in any event it will take time (estimated at a minimum
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of two years) to acquire the necessary data to make this possible for
all of those products for which expiration dating would be desirable.

Interpretation

Undoubtedly, the biggest concern manufacturers have with regard
to the Revised GMPs, In general, is the age-old question of inter-
Bretatlon. As mentioned previously, there is not, and there cannot
e, any compromise when it comes to the patient’s best interests.
The matter of critical importance before us, those of us in industry
and those of us in government, once we have the revised regulations,
is how we interpret them. The French essayist, Montaigne, is re-
puted to have once said, in exasperation, "There's more ado to inter-
Eret interpretations, than to interpret thln%s: and more books upon
ooks, than upon any other subject.” If that observation was true
in the sixteenth century, it’s just as true today. At any rate, | would
venture to guess that the sentiment is no less real today than it ever
was. Indeed, the scholarly pursuit of interpretation serves as the
cornerstone of at least one lofty profession, and its ramifications are
far-reaching.

If there is anything more unforgivable than adding to the tomes
on interpretation of laws and regulations, it is probably" that of second-
guessing the law—hy" a layman, no less! Yet, that is what | would
venture to do at this point in our discussion, in full humility, and
with your forbearance, | hope. As a long-time student of drug product
standardization and drug law compliance, it appears to me that the
underlying objective of the Revised Good Manufacturing Practice
Regulations is to bridge more effectively the regulatory gap between
the first and third stages of industry activities which | mentioned
earlier, namely, the safety-efficacy requirements and the compendial
analytical conformance requirements. Both of these areas of drug
industry" activity are relatively narrow and have already been stand-
ardized to a degree which leaves the need for only minimal additional
control. On the other hand, the second, or in-between, phase of drug
industry activities, that of manufacturing and packaging, represents
a vast field in which extreme conditions and practices have existed
for a long time.
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Total Control of Quality

_In short, the Revised Good Manufacturing Practice Regulations
will have commendably taken a leaf from the “book” written earlier
by the Pharmaceutical Manufacturers Association (PMAL, in which
the concept was laid down that excellence in drugs may be achieved
onlr by embracing a system of total control. As the PMA has so
aptly stated in the introduction to its General Principles of Total Con-
trol of Quality in the Drug Industry, “Total control of quality as it
applies to the dru(? industry is the organized effort within an entire
establishment to design, produce, maintain, and assure the specified
quality in each unit of product distributed.” Time does not permit
me to elaborate on this brief but profound statement. | would like,
however, to address my remaining comments to one of the several
basic tenets constituting the PMA’s position on Total Control of
Quality, namely, that dealing with personnel. The reference to Fer-
sonnel concludes with the following observation: “Total control of
quality can be achieved consistently only through (1uallty-m|ndedness
in each employee and an understanding among all personnel of the
part their performance contributes toward product quality.”

To be sure, rigid control of materials, machines, and methods is
of utmost |mﬁortance in the production of drug products of hlgih
qualltr. But the real key to success in the manufacture of consistently
reliable drug products is peoFIe—quallfled, competent, honest, in-
telligent, and experienced employees, working together and with the
right attitude in an atmosphere of conscientious dedication, and led
by a management which Insists on excellence. In m¥ OBIH_IOH, the
quality of any drug product on the market will, in both obvious and
subtle ways, reflect unmistakably the character of the company whose
name is identified with it. Perhaps it was a similar sentiment which
Oliver Wendell Holmes sought to convey when he said:

One-story intellects, two-story intellects, three-story intellects with skylights.
All fact-collectors—are one-story men.
Two-story men compare, reason, generalize—.
Threg-story men idealize, imagine, predict; their best illumination comes from
above, through the skylight.
[The End]
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Additives, Standards,
and Nutritional Contributions
of Foods

By IRA I. SOMERS

Dr. Somers Is Director of Research Laboratories for
the National Canners Association, Washington, D. C.

AT THE WHITE HOUSE CONFERENCE on Food, Nutrition
"\ and Health, which | attended in December, the subjects of addi-
tives, standards, and nutritional contributions of foods" received ex-
tensive review, While it is too early to assess, the results of the
Conference, a lot was said which concerned the industry | represent.

Many of the proposals appear to be good, and are worth further
consideration. On the other hand, a pessimistic reading of some of
the Conference recommendations nrght lead one to conclude that
we should scrap everything that has made the food industry what it
is today and start over. Hopefully, this will not be the case. Some
of these questionable proposals do, however, tear at the foundations
for the use of additives, food standards, and provision of adequate
nutrition since the passage of the 1938 Food, Drug and Cosmetic Act

| believe the recommendations of the Conference must be care-
fully evaluated by all concerned before anyone races off to be(im
thelr_lmﬁlementatlon. We must be certain that they will really
benefit the consumer and not just represent change for change’s
sake. Let me assure you that industry will spend considerable time
assessing the proposals, and hopes to be invited as participants on
some of the review committees recommended by the panels for
further study of the issues.
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Food Additives

At the beginning of a discussion on food additives, it is impor-
tant to emphasize that food manufacturers do not use additives with-
out a good reason. Adding ingredients for addition’s sake just is
not done, because costs alone would advise against it, Where there
have been good reasons for it, however, industry, using the proper
channels and advice, has gone ahead. This approach has given the
American homemaker the  greatest choices in any country of the
world for providing members of her family with 2@ wide variety of
nutritious and tasty foods.

Referring to additives, a TV show held in connection with the
White House Conference su? ested in g)art, “Remember the day when
you could taste food fresh-off-the-farm? A staggering amount of it
IS [‘now] camouflaged to make it look fresher, seem tastier, and smell
better—everything from the meat and potatoes we eat to the corn
that comes out of the fields in lowa.” Many well-meaning, but mis-
informed, press and news media representatives have gone along with
those who believe that anything done to food after it leaves the
field cheats the consumer. “Unfortunately, our communications have
broken down, and all of us here have an educational job to do. Cer-
tainly it would be unrealistic to eliminate additives from foods, merely
because a few people do not understand their necessity or desirability.

~ While the total number of additives used in the broad field of food
IS large, the number used in any one product is relatively small. In-
dustry is basically conservativé and depends heavily for advice on
the recognized authorities, both scientific and regulatory, before going
ahead with new additives or before changing the pattern of using
those already employed. Doing otherwise would be detrimental to
the company’s economic survival for several reasons. The best in-
terests of the consumer would not be served if there were no stabil-
ity in the practice of using additives, and industry’s survival depends
on consumers’ good will.  With every change in formulation comes
a change in labeling, and label changes are costly. Also, an amend-
ment to a standard of identity may be required for standardized items.
Maklnﬁ chan%es based on questionable and qualitative scientific data,
or as the result of pressure groups—as has been suggested by some—
would keep industry in constant turmoil and be a disservice to the
consumer. There are too many self-appointed advisers in this area
who do not know, or do not appreciate, the facts.
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The decision to use an additive is a serious matter to any manu-
facturer, and is made onIY after the mana%ement has assessed all
reliable facts associated with its value and satety. Thus, it is obvious
that once the use of an additive betqlns, industry is likely to continue
its use as long as the reason for ifs use remains. Even so, industry
does not operate in a vacuum and is constantly alert to any ques-
tions raised about the validity of the evaluations which established
the safety of the additive, or to test-results which_might raise some
doubt as'to the desirability of its continued use. The concern of in-
dustry is naturally very sincere because to have an ingredient delisted
when"it is in wide-spréad use can have a devastating effect. The de-
listing of cyclamates is a case in_point. The economic loss from this
act will be"a serious, if not a crippling setback, to many companies.
Some_have asked why industry continued to use cyclamates when
questions were raised about its acceptability a year ago. The reasons
are those aIready_exPressed. The industry was concerned, but was
reassured when “limits were set last April by the Food and Drug
Administration (FDA) in its proposal. It is well known that diabetics
and obese individuals do need low calorie foods. These cvclamate-
containing products served this purpose very well, so much so that
they allowed these people a variety of choices, as compared to the
lack of variety without artificially “sweetened foods.|

L will cite an example of a functional additive used in the can-

ning industry. A few ¥ears ago, the tuna standard was amended to
permit the addition of the o‘ptlonal_ ingredient sodium acid pyro-
Phosp_hate for the prevention of struvite crystals. These crystals may
orm i the product in _storagie, and while ther are not harmful, they
are aesthetically objectionable and have resulted in manx misunder-
standings by consumers. The addition of the pyroghosp ate has al-
most completely eliminated these complaints. ‘In this case, the cost
to mdustrY IS not great, but the advantages to the consumer are
considerable.

Bread provides a good example of the value of additives for
product-keeping quality. In the United States a person buys a loaf
of bread, and it will keep for several days in the home without spoil-
age. Where no additives are present, there is considerable loss due
to mold growth,

At the AVhite House Conference, much was said about fortifica-
tion of the basic food items to improve their nutritional properties.
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[l fact, one of the recommendations was that:

“The Secretary of HEW should, within 90 days after this report is submitted
to the President, make public a list of important, unfortified standardized and
unstandardized foods that should promptly be fortified by industry on a volun-
tary basis with specific nutrients at significant levels in order “to launch an
immediate attack on malnutrition in this country.”

This fortification would, of course, be done with additives. We could
go on with many such examples, but these should suffice to Rrove
my point that additives do serve some useful purposes for both the
consumer and the industry. It would be folly to adopt the view that
taste and other non-nutritional characteristicS are unimportant. Also,
using additives only for nutritionally related purposes, as some have
suggested, would be to return to the past.

Certainly, additives are needed to retain the standard of living
to which we are all accustomed, but with the use of additives must go
the. responsibility of seeing that the}l/ are used properly. This respon-
sibility rests with three groups: (1) the suppliers of the additives
whose job it is to provide the data on use and safety; (211 the regula-
tory agencies with their scientific staff who evaluate the data and
need; and (3) the mdustrr which, based on the advice of the other
two, use the additives. All three must accept this responsibility and,
in so doing, make every effort to see that additives are properly used.
They must also organize a campaign to educate the consumer in the
view that the use of additives is not harmful, but is actually helpful
and makes a substantial contribution to the luxury and well being
of daily life. Without the services performed by the food industry
with the help of additives, the average homemaker, to get comE_arabIe
results, would have to spend considerably more time in the kitchen
mixing, whlﬁpm , stirring and fixing, ending UR with much less time for
the many other things with which she occupies herself in this busy world.

“Unfortunately, the question of using additives has entered the
political arena. Scientists thus find themselves caught up in environ-
ments normally unfamiliar to them, some on one side of an issue and
some on the other. Perhaps it is time to draft guidelines for scien-
tists to use under such circumstances to make sure that their data
are kept in perspective and are properly used. Science does not sepa-
rate itself into two camps, and it is difficult to explain this to the
nonscientific mind. To me, this is one of the real challenges ahead
for the scientific community.
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Food Standards

Much was said about food standards at the White House Con-
ference. The panel on new foods spent considerable time reviewing
the problems of traditional foods, and recommended that generally
there should be two types of standards for foods—standards of
characterization and standards of nutritional quality.

The proposal suggested liberalization of the rempe_ approach
to standards, and in some respects went far beyond this. Others
present, knowing the history_of standards, suggested that we should
not go too far, too fast in revising and 5|mpI|fy|n%eX|st|ng standards
or chaos might result. The panel su%gested fhat “A ‘standard of
characterization for food must protect the consumer’s reasonable
expectations and provide maximum flexibility and incentive for marketing
of new variations and new foods to the ‘public.” Considerable con-
cern was expressed that the present procedure for amending stand-
ards or obtaining new standards had “a deadening effect on food
technology” which encouragled industry to avoid promulgation of
standards.” It was proposed that standards of characterization would
specify the characterizing properties or ingredients of the food, and
perhaps establish a minimum level for them, but should not specify
other,mPredlents that maY properly be used. either specifically by the
chemical name, or generally by broad functional classes. It went on
to say. that an%{ functional ingredient that is the subject of a food
additive requlation, or of a prior sanction, or that is generally recog-
nized as safe (GRAS), should be promptly available under any
standard of characterization, as long as the standard did not preclude
the use of such ingredients. Further, the panel said, a standard of
characterization should be used solely for purposes of requlating the
type of product for which a given name may be used, and not to
preclude or hinder the marketing of new variafions or new foods that
are truthfully labeled.

Having had much to do with _standards-makln? procedures for
the past several years, | await the final report of thal committee with
considerable interest. We have often suggested that the “breaded
shrimp” type of standard mlght_be a desirable approach. If the
Rroposal results in standards of this sort, we will be interested to see
ow they are implemented. If the report goes much further than
this, one’ will wonder whether there is need for anything more than
the bagic. Food and Drug Act which prevents adulteration as well as
deception of the consumer.
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The standard of nutritional quality proposed by the new foods
panel suggests that there be minimum nutritional qualities assured
for foods used by the public as a_significant part of the diet. As
recommended, a Standard of nutritional quality for a food or class
of foods would specify a minimum and maximum value for nutri-
tional properties which are significant to consumers in relation to
the use of the product or class of products in the daily diet. It was
sug?es_ted that such nutritional properties should include, but not
be Timited to, vitamins, minerals, proteins, fatty acids, sodium, and
calories, and that no safe ingredient be excluded from a food on the
grounds that its nutritional "usefulness is not _Proved. Also, specific
claims of usefulness should be prohibited until supported by sound
scientific evidence.

Products covered by this standard, ac_cordm%,to the panel, should
show on the label the nutritional properties within numerical ranges
that are no broader than they are meaningful from a nutritional
standpoint. Reference was also' made to “a declaration of the amount
of any characterizing ingredients” and “information about nutritional
Propertles.” ProEosaIs such as these will need careful consideration
0 make sure that products do not end up in the advertising numbers
game to win the affection of the consumer.

At the final plenary session, Congresswoman Katherine Ma
referred to labeling in “this way: “Product labeling is important.
The consumer is not better protected because there is a mass of
information on every package. The more that there is, the less
readable it may be. ‘BUt it is very important the foods be labeled
meaningfully. ." "

The canning industry has been active in the support of FDA
standards since provisions for standards development was made by
the Food, Drug and Cosmetic Act of 1938. Most of the nonformu-
lated canned foods are standardized. We have always believed that
there is an advantage to standards, but we do recognize that there
are some problems. “Standards have the advanta?e of making certain
that all products sold under a sPecmc and legal name comply with
the comPosmpnaI requirements of the standard.” Also, when standards
of quality exist, there is assurance to the consumer, and to [ndustrY
in general, that all products will be kept up to that basic requiremen
Standards also eliminate the opPortunlty for some who might be so
inclined to produce a product of lesser quality and sell it under the
name of the standardized item.
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While the canning industry has long supported the development
of food and drug standards, we do find that in spite of the Hale
Amendment, the standards-makmlg procedure is still said to be cum-
bersome and complex, due, | believe, to faults of both the system
and of those making proposals concerning the standards. The pro-
cedure has no built-in° stimuli, with the result that an industry pro-
posal may reside with the Food and Drug Administration indefinitely
If the dgovernm_ent_belleves that there is a lack of justification for ifs
immediate publication.

In the case of a permit to pack a product which deviates from
the standard, the packer must apply for this special permit and
market an experimental pack in a_specific area. All ramifications of
the labeling must be worked out in advance, and even after the ex-
perimental Fermlt is granted, the packer still must go through a
somewhat slow and cumbersome standards-making procedure hefore
he can E)_ut the R[oduct out for ﬁeneral distribution. The lack of con-
fidentiality in this procedure allows a packer’s competltors to catch
up with him quickly once his apﬁllc_atlon has been filed, and, in some
respects, defeats part of the marketing advantage he hopes to realize
with a new product.

_Industry’s faults in the standards procedure are largely those of
failing to make proper presentations to the FDA. or fallln? to provide
adequate information to justify the Proposal. These faults result in
reviews upon reviews, preparation of new proposals, and sometimes
%eneral frustration over minor and sometimes inconsequential points

efore the new standard, or an amendment to an old one, becomes
a reality. In suggesting changes, however, we should not lose sight
of the Tact that important rights of interest are at stake, and there is
no substitute for procedural protection from arbitrary action.

One of the advantages that industry saw in standards in the past
was the fact that they did not require label declaration of all ingre-
dients. This pattern has changed in recent years, and some of the
sug?estlons from the White House Conference would require listing
of all mdgredlents. If we go this complete route, some mlght question
the need for new standards or for any standards at all. Our industry
has not considered this point, but it could ver?g well arise. Up to
now, however, we have strongly supported the promulgation of
standards for nonformulated food products, and we do not visualize
that the experts in this field will be out of work in the foreseeable future.
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It is true that man_Y standards have been on the books for a
number of years, and it may be time to re-evaluate these to see
whether or not they are serving the best interests of consumers and
industry. Such a review might be precipitated by the Codex Alimen-
tarius standards as they come along, because ‘sooner or later, the
United States will have to decide whether or not this nation can
accept international standards such as the Codex Standards.

The canning industry stands ready to work with FDA and others
on the review of standards, or on any other standards matters.

Nutrition Considerations

The need for better nutrition was a central theme running
through all the panel discussions at the White House Conference,
and there is no question in my mind that industry must take its
place in providing consumers with adequate nutrition. For this rea-
son, we will be interested in the final recommendations of the White
House Conference. Just last week, we authorized a Pr_ogram within
our_own laboratories to spot-check the data on nutrition presently
available in our files to make sure that it is applicable to the products
as presently packed.

While canned foods are Hood sources of nutrients, as evidenced
from our own research and that of others, we do see some potentials
for enrichment to increase nutrition for the consumer. For example,
the Food and Drug Administration has ?enerally_ ruled in the Past
that a product which is a good source of a nutient should not be
further enriched with that same nutrient. An illustration would be
the addition of Vitamin C to tomato juice. Perhaps the White House
Conference will suggest some modification in this philosophy. = At
this time, 1 am not prei)ared to say what our industry reaction ‘might
be, except that we will look into”the matter of nutrition very care-
fqu?/ and help wherever possible to provide the consumer with the
best and most nutritious foods.

Conclusion

It has been a pleasure to be with you. Perhaps | have done
more to raise questions than | have to provide answers. However,
in the field of food technology, which | represent, each day seems to
bring even more questions, while we are still attempting’ to 5L|J_:ppl
answers to those of yesterday. [The nd{
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Effectiveness of the NAS-NRC
Drug Effectiveness Review

By WARREN E. WHYTE

Mr. Whyte Is Senior Attorney for Abbott Laboratories.

HE REVIEW OF THE EFFECTIVENESS of all drugs which
Trecelv_ed New Drug Applications (NDAs) between 1938 and 1962

was indeed a monumental and significant scientific accomplishment
of the National Academy of Sciences-National Research Council
(NAS-NRC). This work deserves to be recognized for many years
to come as an outstanding achievement in the very difficult process
of evaluating the effectiveness of drugs. | say it should be so recog-
nized because it now b_e?ms to appear that thé implementation of this
study is degeneratmg into an extremely acrimonious controversy be-
tween the Food and Drug Administration (FDA) and the pharma-
ceutical industry. The significant_achievements and the high scientific
pur?oste, of the study are beginning to be lost in this atmosphere of
contention.

Although only relatively few of the study reports have been re-
leased to date, with more than 2,000 yet to_come, aIreadY five major
Pharmaceutlcal manufacturers have found it necessarY, 0 resort to
the federal courts to seek relief against what they believe to be an
illegal implementation of the study. Moreover, on November 4, the
mador pharmaceutical manufacturers of the country, through our
trade association—the Pharmaceutical Manufacturers Association ?PMA)
—found it necessary to file suit a%amst_ the FDA concerning the
Federal Register order of September 19. This requlation, which I shall
discuss in a few minutes, is clearly a direct result of the implementa-
tion of the NAS studr. The concern, however, is not only with the
six lawsuits already filed, but with the_man¥ more that are bound
to be engendered if FDA's implementation of the drug effectiveness
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study continues on its present course. | am personally aware of
several other Pharmaceutlcal companies who are eithér seriously
contemplating legal action, or who have already decided to file suit
against FDA, if ‘proposed implementations on”particular drugs be-
come final orders. When we realize that only a small portion of the
reports have been released to date, we can well imagine the tremen-
dous amount of |It|([1atI0n and controversy that may be expected if
implementation confinues in the present manner.

| would like to review briefly- the scope of the NAS review and
some of the Iltlglatlon that has alread?/_ begun. Then, more impor-
tantly, | would like to pose the question of whether this litigious
course is in the best interest of the public, the medical profession,
the FDA and the pharmaceutical industry. Or is there some better
way to implement the findings of the NAS panels to the benefit of all?

~As we all know, FDA has interpreted the effectiveness grow-
sions of the 1962 Drug Amendments to require not only “substan-
tial evidence” of effectiveness for all new drugs marketed “since 1962
but also to require a review of the effectiveness of all drugs NDAed
between 1938 and 1962. FDA also has concluded that all ‘antibiotics
subject to certification prior to 1962 must be reviewed for effective-
ness. aIthou%h these drugs have been batch-certified as being effec-
tive by FDA ever since their initial marketing. FDA determined
that it could not internally perform this monumental task, and in
1966 entered into a contract with the NAS-NRC whereby that or-
%amzatlon would evaluate the estimated 4,000 drug formulations that
ad been NDAed during these years.

Scope of the NAS Review

The effectiveness evaluations were performed hy twenty-seven
Panels, ‘with six members each. Individual drugs were assigned to
he various panels on the basis of therapeutic groupings. The mem-
bers of the panels were selected by the Policy "Advisory Committee
of the study in consultation with the chairmen of the individual
panels. The panels were instructed to make the following judgments
on the indications set forth for a drug in its Iabellngl—ef,ectlve'
ProbabIY effective; possibly effective: or ineffective. Explanations of
hose elusive terms will be found in the “Guidelines for the Dru
Efficacy Study,” which was adopted %rlpr_to the commencement 0
the study. The Banels were to base their judgements on factual in-
formation available in the scientific literature; factual information
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available from FDA, the manufacturer or other sources; or on the
experience and informed judgment of the members of the panel. The
drug manufacturers were requested to submit ﬁertment information
andliterature references on their products_ for the information of the
P_anels. In all, 237 firms submitted material on 2,824 dru% prepara-
jons. Most of the drugs were prescription, but about 15% were
over-the-counter (OTC) products. Two-thirds of the preparations
were single-entity” drugs. The remainder were combinations.

The majority of the work of the Drug Efficacy Study was com-
Bleted by the end of 1968. Reports on 2,800 plus drug$ have now
een submitted to the FDA.

, AIthou?h there was one prior lawsuit, litigation in connection
with the effectiveness review really began to flourish when FDA began
implementing the reports on antibiotic “combinations. FDA announced
that it was removing seventy-eight such products from the market,
Some manufacturers  disagreed. The first suit involved Upjohn and
its products Panalba and ‘six other antibiotic combinations.

The Upjohn Case

On May 15 1969, FDA took the position in a Federal Register
publication that it could remove Upjohn’s products from the market,
repeal the regulations under which they were certified, refuse to
certify any additional batches, and revoke the certificates of batches
Breylousp certified, before it held a hearing co.nce_rnlngf such actions.
Upjohn filed suit in the Western District of Mlchl?an_ or declaratory
Ludgmen_t and an injunction to restrain FDA from taking- such actions
efore %lvm Upjohn a hearing. As FDA's order would have become
final before the court had an opportunity to hear and decide the case,
tPedcour_t issued a temporary restraining order against FDA pending
its decision.

FDA questioned the jurisdiction of the court, venue in the
Western District of Michigan, the timeliness of the suit, and ripeness.
The court, in its fifty-six-page opinion, disposed of those arguments
without too much difficulty. ‘1t devoted the, maljor part of its opinion
to the questions of what statutory and equitable relief was available
to Upjohn. The court concluded that Upjohn was not entitled to a
hearing as a matter of right on its objéctions to the FDA order.
Judge Kent opined that suc ahearln% IS required onII:y when “reason-
able’ grounds™ have been demonstrated and that FDA, under the
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statute, must make that determination, at least initially. The dis-
trict court also concluded that Upjohn was not entitled to a manda-
tSoryt_ stagwof enforcement of FDA’s order under the provisions of
ection 507,

However, Judge Kent held that although Upjohn was not entitled
to a hearing as a matter of rlght and to a mandatory stay under
Section 507, that did not mean that it was not entitled to relief under
the %eneral principles of equity, the Administrative Procedures Act,
and the Declaratory Judgment Act. The Judge stated that the situa-
tion appeared to be the perfect example of the “life and death power
%lven_ by the Act to the executive officials” which the Supreme Court

ad indicated in Abbott v. Gardnerand which caused great concem
among the members of Conﬂqress. He stated that the position taken
by the Commissioner, and the re(iuwem_ents made b_{ the Commis-
sioner of Upjohn, did r.ot appear to_be in accord with the spirit of
the review provisions set forth in Section 507(f).

The court stated that “The specter of the heavy bureaucratic
hand is heightened considerably when all of the surrounding cir-
cumstances are fully grasped.” The Commissioner and the NAS were
not acting upon the' basis of any vital newly-discovered information.
There was no_finding by the Commissioner that the Plamtlff’s drugs
Rresented an imminent hazard to the public health. In fact. Panalba
%s t%een legally certified by FDA since 1956 as being both safe and
effective.

The gudge noted that prior to Ma){ 1 of this year, Upjohn had
been led by FDA to believe that it would be afforded an opportunity
to present”its evidence at a formal evidentiary hearing. On May 1
Upjohn was informed that no such hearing would be held prior to
the' removal of its products from the market. All this was done
despite the fact that Ulpjohn had indicated a willingness to subject
the products to controlled clinical tests, if afforded sufficient time
and an opportunity to do so.

. Judge Kent concluded that “the Court finds it impossible to he-

lieve Congress ever intended that the drastic action here taken would

be taken n the manner in which the Commissioner has proceeded.”

Rather, “the Commissioner should proceed with all due care and

caut'on and extend to all interested parties a full opportunity tol
1Abbott Lahoratories v, John V. Gard-

ner, HEW Secretary, 387 U. S. 136
(1967).
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develop and present pertinent information relative to the safety and
efficacy of drugs which have been on the market for many years and
have been generally and widely prescribed by the medical profession.”

The Court then enjoined the Commissioner and the Secretary
of HEW from enforcing the order until thirty days after the date on
which the Commissioner made a decision ‘as fo whether Upjohn
would be given a hearing. On September 19, FDA denied a hearing
to Upjohn,” Upjohn appealed this refusal to the U. S. Court of Appeals
for the Sixth™ Circuit. The case was argued in Cincinnati recently.
Thus, we can expect an appellate court opinion on some of the im-
Portan_t issues facing us within a few months. | would think that
here is a distinct possibility, however, that one of the parties will
attempt to seek review by the Supreme Court.

Other Significant Cases

A similar case was filed by American Home Products against
FDA involving FDA’s attempt™ to withdraw penicillin-streptomycin
and penicillin-sulfa combinations from the market. J_udﬁe Latchum
in the U. S. District Court in Delaware reached basically the same
conclusions as did Judge Kent in Michigan. He also en{omed FDA.
The Delaware court stated that the NAS conclusions, that these drugs
were “ineffective as fixed combinations” was in reality a determina-
tion of relative effectiveness as compared to other drugs. He con-
cluded that American Home’s objections aPpeared {0 raise reasonaple
rounds for a hearing. He also agreed with the Michigan court that

e statute does not require a drug manufacturer to have conducted
well-controlled clinical tests on a contmumg basis since the drugs in
question were first certified. He noted that FDA has never demanded
such tests of the plaintiff until its order attempting to remove the
drugs from the market.

Time does not allow discussion of the other lawsuits that
have resulted from FDA’s orders implementing the NAS study. The
PMA suit against the Commissioner and the Secretary of HEW
deserves comment, however. This suit was filed in the U. S. District
Court in Delaware seeking a declaratory judgment and_an injunction
against the enforcement of the requlations published in the  Federal
Register of September 19. Basically, these requlations set forth what
we believe to be an extremely Narrow and strict test as to what
constitutes an adequate and well-controlled clinical study, and ex-
cludes as irrelevant any other clinical tests and documented clinical
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experience for determining the existence of substantial evidence of
the effectiveness of a drug. These regulations, which were adopted
without any notice or opportunity for comment, apply these new
standards retroactlve(liy s0 as to ‘place in jeopardy the continued
marketing of thousands of drug products introduced before 1962 with
FDA approval. Further, the “regulations provide that when FDA
proposes to remove a drug from the market on the ground of |ack
of substantial evidence of “effectiveness, the manufacturer is entitled
to a hearing only if he presents all his evidence to the Commissioner
before the "hearing and convinces the Commissioner that the effec-
tiveness of the drug is supported by adequate and well-controlled
clinical investigations of the kind described in the regulations.

~The September 19 regulation, if literally applied, would make it

virtually impossible for any drugs to be supported by substantial
evidence of effectiveness. This is particularly trug of the pre-1962
drugs. They would also make it virtually |m£053|ble for any druP
manufacturér to obtain a hearing from thé FDA. Thus, as we see |
the requlation is in reality an arrogation by the FDA unto itself of
complete unilateral power to decide whether substantial evidence of
effectiveness exists and whether FDA shall give us a hearing on
that question.

PMA’s Position

It is our position that the Con?re,ss in 1962 never intended the
Q/pe of tests set forth in the re?ua_tlon to be applied to pre-1962
drugs. The very concept of substantial evidence, as we understand
it, was designed to reflect and accommodate the fact that clinical
experts often dlsagree as to the effectiveness of a drug. The Con-
gressmnal standard was designed to insure that any drug believed
y a respectable number of experts to be effective could be marketed,
even if the view of a majority of experts was that the dru? was not
effective, Tn the PMA brief for the Delaware court, the legislative
history. is (iu_oted at _Ienqth to support our understanding of Con-
gress”intent in adopting the substantial evidence test.

We believe that it is also clear that the NAS panels did not
%pply such rigid standards as to what constitutes substantial evidence.
haf the NAS panels relied, to a great extent, on personal experience
and opinions is apparent from a reading of the Drug Efficacy Study
report and from statements by those physicians intimately connected
with the NAS review, such as Doctors” Cannan and Lasagna.
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Further, we believe that the FDA, in its_administrative inter-
pretations of the substantial evidence test, did not, until *_us_t_ re-
cently, understand it to mean the very strict and narrow definitions
set forth in the September 19 regulation. For example, the Brescrl -
tion drug advertisement regulations state that claims may be made
for drugs in commercial use on October 9, 1962 “for which there
exists substantial clinical experience, adequately documented in medical
literature or by other data. ..."” This provision is still in effect. Also,
the pharmaceutical industry was assured by top FDA officials in
1963 and 1964 that well-documented clinical experience would be con-
sidered by FDA as sufficient to establish effectiveness for drugs
approved “prior to 1962. An affidavit attesting to those assurances
has been filed in the Delaware lawsuit.

The FDA implementation of the NAS_ effectiveness study, then,
has already engendered serious controversies between FDA and in-
dustry. Is"all this contention really necessary?

Is it in the best interest of the public, the industry and the FDA
to have to thrash out the implementation of these scientific rePorts
by resorting to extensive litigation? | think not. | think that there
are at least two Kossmle ways to resolve the differences of opinion
between the FDA and the pharmaceutical manufacturers on these
scientific and medical questions without the necessity for resorting
to the federal courts.

~ First, let us examine what the NAS study reports actually con-
stitute. In my view, they are opinions rendered by groups of eminent
scientists on the effectiveness or ineffectiveness of drugs. Although,
because of the basically secretive manner in which the NAS review
was conducted, we do not know very much as to how the panels
proceeded, it docs appear fairly clear that each member of the
panels could not possibly have reviewed the New Drug Applications,
the clinical studies, and the literature on each of the many drugs
before each panel. On an average, each panel would have had ap-
proximately 150 drugs asm%ned fo it. Dr. Lasagna makes this quite
clear in his affidavit when he states that his panel would participate
in a general discussion of each drug, but all members did not neces-
sarily review all of the material and studies available on each drug.
Dr. Lasagna states that personal opinion and experience often be-
came a part of the evidence used for a panel decision.
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Dr. Lasagna also states that “the findin?s of the NAS-NRC
panels should” not be regarde,d as final, conclusive, or irrevocable
scientific determinations, decisions, or recommendations.”

The NAS reports_in. reall\% then, are only the opinions of a
very small group of scientists. While we are grateful to have these
highly educated opinions, we must realize that medicing is more of
an art than a science, and that there are substantial differences of
opinions among physicians as to the efficacy of various drugs. When
FDA attempts to remove a dru? from the market on the basis of an
NAS report. | think FDA should recognize that other scientists and
physicians may, in all good faith, disagree with NAS’s and FDA’sS
evaluation of the drug. | do not think that FDA should attempt to
resolve such differences by demanding that a drug be removed from the
market within forty days, and by making it cjuite clear that no hear-
ing will be granted to "examine ‘the correctness of such an action.

Possible Solutions

| would suggest that the better procedure would be for FDA to
grant a hearing o a dru? manufacturer, where there appears to be a
sincere contention that others may not share the opinions of the NAS
panel or the FDA.

| do not think that the objections that | have seen to several of
the FDA orders are frivolous or without any scientific merit. Why
not resolve these differences of scientific opinion at a full and fair
hearing? Without going_into the arguments as to, who must bear the
burden of proof, a hearing would most likely give hoth parties an
oPpor_tunlty to expose to the light of day their opinions as to the
effectiveness of a drug and the evidence on which they base such
opinions. By confrontation and cross-examination, the differences of
opinion among our scientists on these admittedly difficult questions
would be fully tested. | think we would end up a lot closer to the
ultimate scientific truth as to the effectiveness of a drug.

Actuall¥, 1 don't think that we would have too many hearings
on drug effectiveness. ExPerlence has shown that often when an
FDA hearln% Is contemplated, one party or the other, after prePar-
ing for the hearing and examining his ‘evidence, will conclude that
he cannot Rroduce substantial evidence of record to support his_posi-
tion and the matter is settled without a hearing. However, if the
FDA and the manufacturer cannot reach such an understanding, then
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| think a full hearing is in the best interest of all. Further, I suspect
that after a hearing, and a review of the record, one party or the
other would conclude that they could not prevail in a resort to
judicial review, and we would not see too many appeals to the courts.
| think the granting of such hearings would be definitely preferable
to the present situation where we have the FDA and industry con-
fronting each other in the federal courts over the bare legal issues
ashto what showing a manufacturer must make in order to obtain
a hearing.

~ Further, | think FDA should seriously contemplate the admin-
istrative fairness of its present course of action in attempting to re-
move drugs from the market within forty days before it even rules
on the objections and a request for a hearing. Two federal courts
now have concluded that they should resort to the extraordinary
remedy of enjoining the Commissioner from taking such final action
until a decision has been made on the hearing request and the manu-
facturer has had sufficient time to appeal the refusal pursuant to the
statutory scheme. Faced with these judicial decisions, should FDA
continue to demand of other manufacturers that their drugs be
taken off the market within fort}r days and thus force one manufac-
turer after another to resort to lawsuits to prevent such actions from
becoming final? | would suggest, as an alternative, that when a
manufacturer files objections and a reqluest for hearing, if FDA does
not see fit to grant a hearing voluntarily, that it hold its final action
in abeyance until the litigation already underwar on these questions
has been concluded. We will most likely learn from the Upjohn and
PMA cases whether FDA has the statutory authority to summariIX
remove drugs from the market. | see nothing to be gained by FD
and other manufacturers litigating the same questions in federal
courts all over the country.

Another possible method for resolving these effectiveness con-
troversies is exemplified by a situation in-which my company was
involved. One of the earliest NAS reports opined that an inhalation
therapy drug, marketed by Abbott, was ineffective. AIt_hough this
was not a major product, it was one that we firmly believed to be
effective and useful, and there were a substantial number of practi-
tioners who were very devoted to the use of the drug. We notified
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FDA of our sincere belief as to the effectiveness of the drug, and that
we would vigorously oppose any premature attempt to withdraw
approval of the NDA. Although there were many years of successful
clinical experience with the drug, we requested time to conduct up-
to-date clinical studies to prove its effectiveness. FDA took no action
while the clinical studies were being conducted. As a result of exten-
sive, controlled clinical studies, it began to appear that we could not
prove that the drug was any more effective for its intended purpose
than saline or water. Although the studies were not finished, when
this became apparent, we notified the FDA, voluntarily withdrew our
NDA and immediately ceased marketing the product.

Thus, by allowing us sufficient time to set up and conduct the
always difficult controlled clinical studies, and by allowing sufficient
time for those studies to become meaningful, FDA was able to avoid
the distinct possibility of litigation over the withdrawal of the NDA.
All of this occurred within the space of a year, a much shorter time
than it would have taken to conduct litigation. In like manner, |
would hope that if those clinical studies had shown that the drug was
egfective, that FDA would have withdrawn their proposal to revoke
the NDA.

Evaluation Needed

In conclusion, the extensive work of the NAS in the Drug Ef-
ficacy Study was a major scientific accomplishment in the always
difficult area of evaluating the effectiveness of drugs. We should be
implementing this endeavor by quickly removing from the market
those drugs on which there is agreement that they are not effective.
On the other hand, | believe we should be willing to submit to a
hearing those scientific controversies where there is a genuine differ-
ence of opinion as to the effectiveness of a drug. | would suggest,
then, that we should all take another long hard look at the road we
are presently following to see if the positions of the FDA and of the
pharmaceutical industry are really in the best interests of all con-
cerned in our attempts to implement the outstanding work of the
NAS Drug Efficacy Study. [The End]
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FDA’s Intensified
Drug Inspection Program

By IRWIN B. BERCH

Mr. Berch Is Director of the Philadelphia District, FDA.

HE OBLIGATION OF EXCELLENCE, the theme of today’s
Tmeetm(];,_ls particularly fitting to discuss efforts of the pharma-

ceutica mdustrx to improve the (iualgty of products which play an
important role in the health and well-being of today’s consumers.
The continued theoretical and applied research leading to develop-
ment of pharmaceutical agents is a true reflection of creative endeavor.
This morning | shall discuss steps that we in government are ta_kmg
to insure that the benefits accrued through research are transmitte
to the patient without diminution in quality. The Intensified Drug
Inspection Program, or IDIP, was designed to correct conditions
which have detracted from the excellence of some products. Recently,
the IDIP approach has been studied with renewed interest by the
food industry in connection with pending legislation, because It ap-
pears to offer a meaningful solution to consumer protection problems
without the high costs of continuous inspection.

At Present, the IDIP is one of the maé'or workloads carried out
by our field staff, requiring about one-third of our available inspec-
tion manpower during the past year. Passage of the Kefauver-Harris
Amendment in 1962 established the legal requirement that failure to
manufacture drugs in accordance with Current Good Manufacturing
Practices (GMPs) would deem them to be adulterated. Regulations
were adopted in 1963 defining Current GMPs; a proposed revision
of this; regulation has recently been published, and comment by the
affected industry is currently under review,
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Despite passage of the Amendment, there was mounting concern
over the continued failure by many drug manufacturers to comply
with the new requirements, and over the continued presence on the
market of subpotent and otherwise improperly compounded drug
preparations. Drug recalls continued to increase. Several alternative
enforcement solutions were considered and evaluated, including con-
tinuous !nspectlon,_llcensmP of manufacturers, and extending batch
certification authority to all’ potent or life-saving prescription drugs.
Because of cost considerations, as well as the need to seek new sta-
tutory authority to implement such programs, we adopted another
alternative, the intensified inspection. This was made possible only
by reexamining all of our priorities and reprogramming the necessary
resources to carry out this work.

Initiating the Program

~The IDIP program was instituted July 1, 1968 with the avowed
objective of bringing firms into compliance or taking the necessary
regulatory steps to keep the firm’s products from reaching the patient.
The IDIP concept envisions that a qualified msPector, or inspection
team, will remain with a drug manufacturing firm long enough to
thoroughly evaluate the firm’s operations, to plnf)omt deviations that
may exist, and to monitor corrective action until there is reasonable
assurance that the firm is operating in compliance with Current
GMP Regulations. Constructive suggestions for resolving problems
are offered by the inspector, but the firm itself must bear responsi-
bility for decisions leading to corrective action. If the firm is un-
willing or unable to compy within a reasonable period of time, the
inspector is required to document the shortcomings as a basis for
initiating regulatory action. The program presently extends coverage
to all manufacturers of prescription drugs in dosage form, and to
related firms who provide contract services such as laboratory ana-
lyses, custom packaging and labeling, custom grinding, etc.

The new intensified inspection has resulted in several changes
from the traditional FDA approach. Because the program is demgned
to secure comrllance by all available means, greater emphasis has been
placed on voluntary compliance techmqlues. These are more flexible,
and each of our field districts has explored new and innovative ap-
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proaches to meet and deal with compliance problems. Some of our
districts have concluded that weaknesses exist in management plan-
ning, and they have offered to review the firm’s Current GMP poli-
cies and operating procedures for the purpose of recommending
changes designed to minimize the risk of releasing defective products.

By far, the most significant change in our voluntary efforts has
been in the field of communication. This begins with a pre-IDIP
conference in which the District Director meets with top manage-
ment of the firm involved and discusses the forthcoming inspection,
procedures to be employed, channels of communication to be utilized,
reporting methods, and scheduling details. In addition, most of our
districts regularly hold interim conferences with the firm’s manage-
ment as problems arise, and some districts schedule post-IDIP con-
ferences to review progress achieved and to make long-term recom-
mendations for continued improvement. Some of our districts have
conducted in-plant seminars at the beginning of the 1DIP to acquaint
supervisory personnel with the nature and objectives of the inspec-
tion. These seminars are an extension of our Current GMP work-
shops and regional seminars, and provide an opportunity for operating
personnel to become better acquainted with the inspectors and the
current rules under which they operate. Some firms have reciprocated
by presenting seminars or briefings to FDA personnel to acquaint
them with duties and responsibilities of major operatmg units, the
manner in which the quality control unit functions, and the firm’s
own zero-defects program. Needless to say, the rapport established
can go a long way toward promoting mutual understanding and
voluntary compliance.

Program Objectives

Once the inspection has started, communicating our findings is
essential to the success of the operation. Wherever possible, problems
are immediately called to management’s attention during the course
of the inspection to bring about immediate voluntary compliance. A
written report of observations by the inspector is given to the firm,
and the district office periodically furnishes management with a list
of any items which are deemed to constitute significant deviations
from Current GMP Regulations. Part of the IDIP is devoted to
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acquai.ntin% industry with inspection technigues we employ and en-
couraging them to engage in self-regulatory ana self-inspection programs.

In carrying out our inspection responsibilities we all recognize
that the use of terms such as “adequate” and “suitable” in the requ-
lations can lead to differences in subjective interpretation. This ﬁrob-
lem has been extensively discussed within FDA between our head-
quarters and field personnel. As a result, guidance has been provided
to all of our district personnel to insure that uniform interpretation
is made in classifying findings as si%nificant deviations from Current
GMP requirements. This guidance has been incorporated into train-
ing programs for field personnel, both inspectors and field scientists,
who also participate in evaluation of analytical and microbiological
aspects of the inspection.

In seeking to promote excellence in the pharmaceutical industrY
and the Eroducts which they produce, we must rely upon the excell-
ence of the people assigned to carry out the inspection aspects of the
IDIP program. In furthering this objective, our field districts have
materially increased the advanced training of our personnel, with
special emphasis on subjects such as statistical quality control, drug
technology developments, newer laboratory instrumentation, and em-
ployee motivation. To provide for continued improvements in pro-
gram management, our Philadelphia District has established a new
academic curriculum, a Master of Science program with.specialization
in Pharmaceutical Quality Assurance Management. This special
interdisciplinary Brogram was set up at Temple Universit bY our
Science Advisor, Dr. Murray Tuckerman of the pharmacy school, and
two initial enrollees are currently undergoing a year’s training in the
Departments of Pharmacy, Medicine, Law and Business. Next year,
this program will be open to both industry and government represen-
tatives, and should help furnish program managers who are urgently
needed by both groups. We hope that similar courses will be estab-
lished by other universities.

In carrying out our IDIP, we have not overlooked the role, which
can be played by state officials. The program is actively supported
at the state and local level. However, very few of the states have
sufficient manpower or resources to participate in the longer inspec-
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tions envisioned by the IDIP. Instead, each of our districts and their
state counterparts have determined the areas for best utilization of
state input. Most states presently receive copies of post-inspection
letters listing significant deviations from the Current GMP requla-
tions. Some state officials are participating in pre-1DIP or interim
conferences with plant officials. In the Philadelphia District, we
have found these joint efforts to be very helpful in securing desired
compliance, particularly for firms whose activities are concentrated
within a given state, even though federal jurisdiction also exists.

Preventive Activities

To date, a total of 228 inspections have been initiated, and 106
of them have been terminated as being in compliance. Legal actions
have been instituted against two firms. A total of twenty-five inspec-
tions of commercial testing laboratories have been initiated, with
eleven of them terminated as being in compliance. This does not tell
the whole story. We have seen a marked shift in emphasis toward
preventive steps designed to minimize the risk of producing violative
products, rather than to rely on the laboratory to catch errors before
products leave the plant. Many firms have made significant and
costly improvements in facilities and personnel, and some marginal
operators have become convinced that they cannot comply with the
regulations and have discontinued manufacturing operations. From
a statutory point of view, there are two parameters of significance in
evaluating progress under the program: one deals with the manufac-
ture of drugs under conditions defined as Current Good Manufacturing
Practice, and the other deals with the ability of finished products
to meet established or claimed standards of acceptable quality.

To ,evaluate changes in the condition of an establishment, we
have an experimental program underway—the Plant Evaluator, or
PEV System, suggested to us by a management consultant firm. This
system s designed to make industry-wide measurements of important
elements at the start and finish of the inspections. Preliminary data
indicates a very significant trend toward improved compliance. Al-
though data on. a nationwide basis on finished product examination
IS not yet available, the Philadelphia District has made an extensive
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review of its data for the first year of IDIP operation. Surveillance
samples were collected and examined from 20% of all batches pro-
duced. Results of analysis indicate a very significant improvement
with a 46% decrease in the batch defect rate.” In addition, the fiscal
year 1969 showed a reversal in the upward trend of nationwide drug
recalls, with 699 recalls of defective drugs for human use compare

with 722 the previous year.

Evaluation

We believe the Intensified Drug Inspection Program is workm%
well, although budgetary restrictions will not permit completion o
the program within the two-year period originally projected. In
general, the program has been” favorably received by industry. The
Industry representative on today’s panel can provide a better “insight
on thisreaction. We do not view our pro%ram accomplishments with
complacenc%/. Technological developments, changes in compendial
requirements, and new and better understanding of factors affecting
biological availability all add to the Proble_ms of industry and govern-
ment, and the quest for excellence must continue. [The End]

SECRETARY’S COMMISSION WARNS
OF PESTICIDE DANGERS

In its final report, the Secretary’s Commission on Pesticides and
Their Relationship to Environmental Health has recommended a drastic
reduction in the use of pesticides. The commission warned that pesti-
cides may reduce the abiIitK of plants to produce oxygen. The com-
prehensive report stressed the need for more knowledge of the hazards
associated with pesticide usage. Dr. Emil M. Mrak, former chancellor
of the University of California at Davis, is the chairman of the commission.

Secretary of Health, Education, and Welfare Robert H. Finch said
that certain measures would be taken to implement the recommendations
in the commission’s report. A clearinghouse for pesticides and a perma-
nent Pesticides Advisory Committee will be established. An HEW task
force will be appointed to improve program operations. In addition,
a new interagency agreement will be negotiated to establish operational
authority. Other action will be aimed at improving industry testing to
detect hazardous effects of pesticides.

~ Secretary Finch said that HEW must have clearly defined author-
ity to intervene against registered uses of pesticides deemed to be
hazardous to the health of man or other living organisms.
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Revised
Good Manufacturing Practice
Regulations

By ROBERT W. JENNINGS

Robert W. Jennings Is Associated with the Bureau of Compliance, FDA.

HE THEME OF THIS CONFERENCE is “the obligation of
Texcellence.” To meet this obligation, it is appropriate that we

attempt to improve_our participation in the rapidly changing world

of manufacture, processing, packing or holding of drugs that are es-
sential to good medical care. Both the Government and the pharma-
ceutical industry are responsible to the large population that com-
prises the deserving people of our country.

The revised H_ood manufacturing practice regulations that will
be discussed in this drug workshop are not in themselves entirely
new, and represent many hours of conferences and hard work hy
numerous persons. They encompass m_ank/ currently accepted aspects of
manufacturing practices that were initiated, developed and polished
over a number of years by frank discussions between Food and Drug
Administration ( DAJ Mmanufacturing control groups reviewing new
drug applications, and industry représentatives visiting Washington
in support of appllcatlons submitted by their firms. Neither should
we for?et industry _conferences, coopérative workshops, or helpful
hints of Food and” Drug Inspectors during establishment inspection.
These conferences or discussions were held between individuals known
to be soundly educated and experienced in the varied fields of drug
manufacture.” Through such direct communication, many have con-
tributed a wide range of ideas toward good drug manufacturing practice.

The revisions now proposed with respect to drug manufacturing
practices are merely another step to strengthen and make more
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specific what might be termed “minimum standards” for drug pro-
duction. | say this knowmgi that there are members of industry who
?o_beyond the present regulations pertaining to current good manufac-
uring’ practices, and who will meet or surpass those now proposed.

| can recall an instance many years ago when | was a Food and
Drug Inspector, routinely visiting' drug manufacturers, hoth large
and small. In one instance, a dru? manufacturer who distributed a
product prescribed for heart patients was supPIymgbdru_g outlets with
a tablet nine to ten times more potent than' the label indicated. His
primary mistake, if one can re%ard It as such, was the absence of hoth
raw material and finished product assay. The philosophy, of course,
was that double checking of comFonent weighings and other aspects
of manufacturing procedures would produce a drug of adequate qual-
ity. That was many years ago; except for underground operations,
this type of drug manufacture is rarely encountered. Obvigusly, the
flrlT' no longer in existence, did not believe in the “obligation of ex-
cellence.

If we are to take the theme of this conference to heart, we can
aﬁree upon the principle that a drufg manufacturer or distributor
should assure that his products are safe and effective before they are
permitted distribution. Without these characteristics, they cannot
Prowde the miraculous and sometimes life-saving recoveries attribu-
able to modern medicine. With such agreement, there is established
a common_ground ulgon which all of us can meet. Hence, | believe
that this Drug Workshop will be successtul.

~ The proposed regulations deserve, and are receiving, close re-
view by all persons affected by or interested in them. The Food and
D_rug dministration has received comments and criticisms from in-
dividuals, trade groups and d_ru[q manufacturers. These communica-
tions are welcome, and certainly there is a need to discuss major
points of interest when a document of this importance is to be promul-
gated. When both the pharmaceutical mdustr% and the FDA, as a
regulatory agency, know and understand each other’s problems, a
meaningful and acceptable regulation can be written in final form.
It is said that FDA has the responsibility to assure the safety and
effectiveness of the drugs supplied to the peaple of our nation. How-
ever, it is equally important and incumbent upon the pharmaceutical
manufacturers and distributors to consider the interest of consumer
protection and establish for themselves excellence in. their chosen business.
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Internal Problems

To indicate that FDA has taken time and effort to prepare a
proposal that is intended to provide workable guidelines for druq
manufacture, processing, packing and holding of such articles,
would like to Invite you to hear of some of our internal problems in
devising modifications that seemed, at least at the time, suitable to
the document we are discussing. For instance, in the definition of
“materials approval unit” &Sec. 133.1(d)(7)) the words “packaging
comBonents’ were substituted for the word “container” to broaden
the burden of responsibility of the materials a%)roval unit. Under
laboratory controls (retention of records, Sec. 3.11{h)3 the phrase
“except for stability data as provided for by Sec. 133.13(f)" was
added to remove conflict between this paragraph and the newl¥ devised
Sec. 133.1351‘) which provides for retention of records of expira-
tion dates for periods asa%_ne.d. to batches of drugs. Careful con-
sideration was given to Gefinitions for terms such as “component,”
“batch,” “lot,” “active ingredient” and “strength.” There are added
general requirements for raw material control, including examination
of shipping containers for damage, as well as additional tests, all of
which were steps intended to add clarification, strength and speci-
ficity to the regulations being discussed.

Let me assure you that FDA is fully aware, from comments
received as well as from publications concerned with the proposed
revisions of the regulations, that the regulations do contain contro-
versial aspects, such as expiration dating on drug labels and the
issue of biological availability as it pertains to a drug. Some of these
may well deserve additional conferences between those affected and
FDA. We know that the drug manufacturers, practicing physicians,
pharmacists and raw material suppliers, as well as others, are vitally
Interested in these regulations. This is understandable, because once
they are promulgated, both FDA and industry must live with them.
Let us consider cooperation, discussion, and most importantly, understand-
ing, with respect to the more important provisions of the proposal.

Many years ago, | discovered that one of the large manufacturers
of drugs had, through their Technical Director, established an out-
line of pharmaceutical control. In scanning it the other daK, | noted
that, basically, it differed little from the goals intended by the current
subject requlations and proposed revisions. They had established
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criteria for formulations of control, develcyoed an organization estab-
lishing a Chief of Control, laboratory and product departments. In
their methods of operation were included production, facilities of con-
trol for raw materials, production orders, material tickets, bulk
release instructions, batch size information, and packaging and lahel-
ing instructions, all with detailed descriptions and directions. The
firm had not ignored laboratory facilities of control with respect to
either equipment, raw materials, finished products, samples, records,
assay methods, label control or stability.

Flexible Standards

As the years have fpassed, this firm and others have modified
corrected, improved, refined and developed far more sophisticated
procedures. However, have we advanced so far that we can live with
complacency and ignore progress and new challenges in a rapidly
chanﬁmg, advancm% struggle to produce better new and old dru,%s
for the protection of public health? | doubt it. | have enough faith
in our Government and the pharmaceutical industry that serves this
nation to believe that the desire of hoth is to establish flexible dru%
manufacturing practices that will revise and strengthen_ those tha
are now employed. In fact, the current good manufacturing practice
regulations proposed in early 1963 encountered comment and discus-
sions reminiscent of today—hut none reflected a lack of desire to
produce reliable drugs.

Basically, the reason for the currently proposed revisions is to
respond to & constant rESFOHSIblllt to the drug consumer and to the
protection of public health by offering additional guides for drug
manufacturers ‘and distributor$ to observe in, current good manufac-
turing practice. The proposed criteria essentially follow an upd_atmg
of the same hasic pattern established by the previously mentione
pharmaceutical firm of fifteen years ago.

Very briefly, the proposed document is concerned with:

f(1)_ Buildings and equipment, including laboratory and stor-
age facilities, suitable to provide for adequate sanitary manufac-
tiring and storage necessary to production of quality drugs.

(2) Personnel responsible for manufacture and control of the
drug, and a flexible requirement that such persons are adequate
in number and have backgrounds and capabilities that assure
that their particular jobs are understood and hence well done.
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(3) Raw materials used in the manufacturing and processing
of the drugs, and steps that should be taken to assure controlle
release and protection.

&4) Master-formula and batch production records adequate
to establish a history of manufacture, as well as records which,
hopefully, will prevent in-plant errors and offer a chance for
prompt ‘investigation and discontinuance of manufacture in the
event of emergencies.

~(5) Production and control procedures to provide for protec-
tion of the integrity of the drug.

(6) Testing, handling and storin% of product containers, as
well as controls for packaging and labeling operations.

(7) Laboratory controls to be employed, including sample
requirements.

. (8) Provision for finished-goods warehouse control distribu-
tion records.

(9) Stability to ensure the integrity of the product at time
of use—com‘oonents, composition, physical characteristics, and
thﬁotrjgg of related conditions of storage on the drug label are not
lgnored.

With respect to the stability requirements as proposed in the
regulations, much attention has been given e_x_Elratlon dating, rate of
drug absorption and the biological availability of a drug product.
Aging processes, whether they take place in the manufacturers’ ware-
houses, distribution points, consigneees’ stora_?e facilities or pharma-
cists’ prescription shelves, influence the quality of an¥ drug product.
Does a passable assay for potency reflect an absence of other chan?_es
after aging? If found to be true in one instance, what is the poten jal
that the same drug, manufactured by a different firm, using other
inactive ingredients or emPonmg a modified thoug) acceptable method
of manufacture, follows the” same aging pattern? What about meth-
odology? Many comments we have received deserve serious consideration.

. At the moment, the revisions propose that stability be determined
in relation to specifications necessary to assure reasonably uniform
rates of absorption and biological availability during the dating period.
Labelln% IS to bear an expiration period for solutions or suspensions
prepared from Prod_ucts marketed in dry form. An expiration date
must assure integrity of the drug until that date, but only if related
conditions of storage are met.
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As we, the Government and pharmaceutical industry, react to
our continuing “obligation to excellence,” expiration dafing for all
drugs will someday be with us, and | am sure we will not find it too
difficult to survive when that time comes. Expiration dating for all
d_ruqs IS not onI)A a challenge, but a commendable goal to attaim. Man
finally reached the moon; some day expiration dating of all drugs will
become a reality. It can be done, ‘and will provide a satisfying pride
in achievement when accomplished, Neither Governmerit nor the
F_harmaceutlcal industry can |(11n_ore its need. The FDA is willing to
isten to and cooperate’in reso vm(,i_problems associated with specific
drugs or groups of drugs. Resolutions can be found.

What the FDA has proposed strengthens guidelines for dru
manufacturers and distributors to observe in current good manufac-
turing_practice. These criteria can be properly implemented by co-
operation in the context of the law, regulation and good business
administration.

1t is my belief that industry is interested in: (1) protection of
Publlc health, (2% assurance of good drug quality, (3) assurance to
he consumer that their druq_ IS as claimed with respect to hath
Potency and usage, (4) establishing and maintaining prestige with
he consumer and members of their own industry, and (5) operating
within the laws applicable to their business.

1am not a lawyer and have offered no opinions concerning legal
merits or controvers%’ on the proposed regulations. | am sure there
are able lawyers in both Government and” industry who can resolve
Broblems of 'this nature. | stand firmly behind my conviction that
oth FDA and the pharmaceutical industry have a”responsibility to
the drug consumer that can only be attained by the marketing of good
pharmaceuticals. FDA and pharmaceutical industry cooperation and
mutual respect are |mPortan_t keys to fulfilling this aspect of duty
to serve the interests of public health.

Controversy, conferences, discussion, problems placed face up on
the table—yes. But for the FDA or the pharmaceutical industry to
fail to cooperate and seek constructive resolutions which will result
in promulgation of improved drug manufacturing practice regula-
tions, with which we both can live—no. Abandonment to token im-
provements will not result in a measurably better drug supply. It
can only reflect lack of a contribution toward our “obIHgatlon of
excellence. [The End]
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