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Well-Controlled Investigations
Under the Medical Device
Amendments of 1976

By PHILIP SPERBER

Mr. Sperber Is a Member of the Legal Department of Cavitron Corp.

HE MANNER in which a health care firm conducts new-product
Tlnvesltlﬁatlons to determine safety and efficacy is the key to com-
mercia
amendments to the Federal Food, Drug and Cosmetic Act, Title 21,
U. S. Code.

The only reference of the Medical Device Amendments of 1976
to well-controlled investigations required by the product development
protocol, exemption for Investigational use and premarket approval
application procedures, is in Section 513(a)(3). 1t is stated that clinical
investigations should be carried out where aPproprlate by experts

ualified by training and experience to evaluate the effectiveness of

the device—from which investigations it can fairly and responsibly be
concluded, by qualified experts, that the device will have the effect it
purports and is safe under the conditions of use prescribed. An excep-
tion is also stated in that such well-controlled Investigations are not
necessary if there already exists valid scientific evidence which is suf-
ficient to determine effectiveness and safety. Where the exception is
inapplicable, today’s health care manufacturer should use as a guide
the well-controlled drug investigation procedures for new drug appli-
cation and investigational new drug situations, plus lots of common
sense in the many instances where the drug controls are physically
impossible or simply not feasible for use with devices.
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I. The Product Development Protocol: Why, When and How?

Let's consider the medical device WhICK had not been developed
and introduced to the marketplace prior to enactment of the Medical
Device Amendments of 1976, which is not substannallﬁ equivalent to
a device which was introduced prior to enactment of the Amendments
and which has not been classified in Class | (general controls) or Class
Il (performance standards). Under Section 513(f)(1), such a device
automatically is classified in Class 111 (premarket approval).

In this situation, an qi)plication for approval of a product develop-
ment protocol should be filed promptly with the Secretary pursuant to
Section 515(f) of the Amendments. This enables you simultaneously
to develop the medical device and to collect the data necessary to
demonstrate safety and efficacy, in accordance with the requirements
and objectives of the protocol. After the protocol is carried out and
the objectives showing reasonable assurance of safety and efficacy
are met, a notice of completion of the af)proved protocol is submitted
to the Secretary. If the Secretary declares the protocol completed,
such an order is equivalent to approval of an application for pre-
market approval for the device.

~ There are four distinct phases in the well-controlled investiga-
tion of safety and efficacy of a medical device. First is its design and
construction. The next two preclinical phases are In vitro and animal
testing. The last phase is clinical evaluation involving Invivo testing.

_The application for a product development protocol normally
will involve outlining a detailed plan for the successful completion of
all four phases of the investigation. For instance, the application will
have to describe preclinical trials of the device, the results reguwed
from such trials prior to commencement of clinical trials of the device,
and permissible variations in preclinical trials. The clinical trials, re-
sults required from such trials, and permissible variations therein also
must be described in the application.

[I. Record Keeping _ o

Throughout all four phases of the well-controlled investigation,
detailed records must be kept by both the Sﬁonsor of the investigations
and the investigators. This includes a chronological record of the
detailed design of the device and all phanPes made during its devel-
opment during the preclinical and clinical phases. The same record
keeping obligations apply to labeling and changes made thereto. Each
investigator also must keep detailed records of all conditions of tests
he has conducted and all results obtained, favorable and adverse.
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Specifically, a detailed description, drawings and a sample of each
medical device prototype designed during the development process
of the four phases of the investigation should be kept for Food and
Drug Administration (FDA) inspection. Each redesign, improve-
ment and component and material change during the device develop-
ment process should be identified, should be dated and should have an
explanation as to the reasoning behind the change.

Likewise, there also should be a description of methods of manu-
facture, quality control, manufacturing facilities, labeling, methods of pack-
ing, methods of shipment, methods of storage, methods of installation and,
if appropriate, methods of maintenance. As with product design, a histori-
cal record should also be kept of all changes in the matters mentioned
in the preceding sentence and the reasons therefor,

If not all the manufacturing, control, packaging and installation
operations are handled by the company itself, an agreement should
be entered into with the vendors, subcontractors, distributors and
other outsiders performing outside functions, Theﬁ/ should agree to
maintain the records needed by the company for the outside aspects
of the operations to be examined by the FDA. The problem with this
requirement is if the manufacture of a component or subassembly of
the medical device by the vendor comprises secret know-how. The
vendor may not be willing to disclose records containing these trade
secrets even though he or she is given assurances of confidentiality
by the company and the FDA.

[11. The Design Phase of the Product Development Protocol

In addition to the records already discussed, it is extremely im-
portant that the objectives of the device to be designed he documented.
In addition to recording a description of how the device will be bene-
ficial in diagnosis or therapy, there also should be a written considera-
tion of conventional apparatus and techniques and the rationale why
the benefit-to-risk factor of the device and manner of use envisioned
will be an improvement over current ﬁractlce and equipment. De-
sired features and functions as well as the design constraints affecting
the safety and efficacy of the device to be developed should be con-
sidered and evaluated, and this also should be documented.

IV. The In Vitro Testing Phase of the Product Development Pro-

tocol
~ The detailed measurements, experimentation and testing to deter-
mine safety and efficacy should be documented with the same care

WELL-CONTROLLED investigations page 487



that Iaboratorr notehooks are kept for patent purposes. Testing pro-
tocol is basically twofold.

First, the essential performance characteristics that were stated
as objectives in the design phase are to be tested for in order to deter-
mine reliability, accuracy and tolerance.

~Second, the device should be tested to determine the risk of in-
Ju.r?/ to the patient due to mechanical, electrical or radiation emission
failure, improper use by the surgeon, inadequate endurance or reli-
ability, environmental conditions (temperature, humidity, altitude,
vibration, electromagnetic interference, exposure to chemicals, etc.)
and poor design. Typical tests which should be made are: measure-
ments of heat and energy generated; fai ure mode analysis of shock
and other hazards; what type of static and dynamic pressure conditions are
produced; durability of the instruments being inserted into the tissue
to prevent flaking, breakage, etc.; effec:iveness of the sterilization
procedure durln% operating conditions; a»d the extent radiation emis-
sion may vary after calibration and may essen or increase after long
periods of use.

The testing protocol for performance characteristics and safe
operation and use should be conducted with reference to the safetK
and efficacy of conventional devices. The current literature on suc
conventional devices, their use and the ciseases or conditions to be
_mltl_?ated or dlaﬁnosed should be documented to add validity to the
In vitro phase of the product development prozocol.

V. The Animal Testing Phase of the Product Development Protocol

The FDA expects full re‘ports of adec uate preclinical tests by all
methods reasonably applicable to a determination of the safety and
efficacy of the device under the conditions of use suggested in the pro-
posed labeling. The laboratory animal studies generally will be a
prerequisite to approval of an application for an exemption for investi-
gational use of a device. There will be exceptions, such as when it is
not ph){smally possible to run animal tria_s due to the nature of the
medical device.

Since the FDA considers labeling to oe one of the key elements
of a well-controlled investigation, a proposed instruction manual and
warning indicia on the device should be prepared prior to animal
evaluation by the investigator. This labelirgj should contain : a descrip-
tion of the device and Its operation; defailed user instructions for
calibrating, op_eratlnﬂ and maintaining the device: a description of the
surgical technique that the device is intended for, if appropriate; a
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description of the purposes of the device in the diagnosis or treatment
of conditions; sugges_ted indications and contraindications for select-
ing the use of the device under certain circumstances; advantages and
disadvantages of using the device with respect to performance (for
instance, making the operation easier, shorter, etc.); risks and re-
sults (for instance, the operation Fenerally is more successful than
with conventional devices, hospitalization and rehabilitation time is
reduced, etc.) ; and warnings with respect to equipment operation and
Its use.

If the medical device is to be shipped to an animal investigator
outside the company, the device and instruction manual should have
the following warning thereon: “CAUTION—This is a new medical
device for investigational use only in laboratory research animals, or
for tests nvitro. Not for use in humans.”

Detailed Protocol

Prior to any animal investigation, there should be a detailed
plan or protocol stating the objectives of the animal study, in order
to determine what must be done to assure safety and efficacy prior
to clinical mvestlﬁatlon: For instance, animal trials should be con-
ducted to study the fluid dynamics set up by the instrument in the
tissue after insertion; to study the disposition of fluids introduced
into the tissue or fragmented particles that must not remain; to
study the biological compatibility of any material or fluid introduced
and remaining In the tissue; to study any unwanted tissue damage
due to heat, radiation, vibration and other forms of energy introduced
by the device; and to study other pathological aspects of the in-
vestigation.

One animal investigator is normally sufficient. The type and
number of animals to be used in preclinical trials will varIX with the
number of different medical arg)ll_catlons the device has, the number
of apparent hazards that the device may have, and the extent that
the device needs to be redesigned and perfected to assure safety and
efficacy prior to clinical investigations.

It should be the responsibility of the investigator to record all
findings, observations, parameters studied, adverse reactions (even
those that maybe incidental), methodology, results and interpretation
of the testlnP, en.erﬁr level and duration of use, and a description
of the animal (weight, sex, maturity, condition, etc.) for each animal
tested with the device.
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~ The name, address and qualifications of the laboratory animal
investigator who performed the studies and evaluated the results;
the facilities where the investigations were conducted and where the
records are available for inspection; the date that the medical device
for animal trial was shipped; and the model number or other identifi-
cation of the shipped device should be documented.

~ Both the documentation of the sponsor and the records of the
investigator should be kept for a period of at least two years after
the medical device receives premarket clearance or product develop-
ment protocol completion approval or commercial abandonment of
the device, whichever occurs later.

If at some point in the animal trials, it is decided that the device
must be redesigned in certain respects, there should be at least some
In vitro testing after the redesign—before additional animal trials are
run. The FDA pays close attention to the adequacy of preclinical
investigations.

VI. The Exemption for Investigational Use

When the inyestiﬁator and the sponsor have concluded that
adequate information has been obtained from the animal trials to
supPort the safety and efficacy of the device, an application should
be filed with the FDA for an exemption for investigational use of
the device for clinical investigation pursuant to Section 520(g).

~As with the product development protocol application, an appli-
cation for exemption from the premarket approval restriction for in-
vestigational use will have to outline various procedures and condi-
tions relatlng to the duration of clinical testing to be conducted; the
number of human subjects to be used, descriptions of the testing
methods and ﬁ)r_ocedures, signed agreements from investigators, ap-
proval by local institutional review committees, and other matters.

VII. The Clinical Investigation

It is desirable that initial trials on a limited number of humans
be conducted by a single investigator. ThlsPrellmlnary investigation
is for the purpose of verifying safety and efficacy conclusions reached
during the preclinical stage Frlor to full-scale Clinical investigation.
It may be that the initial trials on humans will result in modification
of the experimental design and the need for additional animal data
before proceeding with the clinical investigation.

The clinical investigation protocol will be based on facts ac-
cumulated in the preclinical phases and will consist of trials con-
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ducted by several investigators following the same protocol (with
reasonable variations and alternatives). Although a drug company
may use 50 physicians throughout the country during clinical investi-
%atlon, three or four independent competent mvestlglators conductln%
uman trials with the device should provide ample assessment o
safety and efficacy for approval of product development protocol
completion in the normal situation.

The number of subjects used, that the FDA will deem reasonabI?/
necessary to establish safety and efficacy data, will vary with the fol-
lowing factors:

(1) the number of animal trials conducted and their success;

(2) the number of patients per year needing treatment or
diagnosis that can be performed by the device;

(3) the number of patients per year an investigator can treat
with the device;

(4) the number of different treatment or diagnostic appli-
cations of the device;

(5) the scope of the patient population that can be treated
or diagnosed by the device (for instance, will use be limited
to a particular segment, thereby limiting trials to a particular
sex or age group?); and

(6) the cost of producing prototypes of the device.

As a rough rule of thumb, a range of 25 to 75 patients treated or
diagnosed by the device should be sufficient in the normal situation.
However, a pharmaceutical firm might use 5000 subjects in its clini-
cal investigation.

Maximum Research Information

As with the animal investigati.on phase, a detailed plan or
protocol should be documented and given to each of the investigators
together with all proposed labeling and preclinical data prior to hu-
man trials. The protocol must be designed so that it can produce
maximum research information at minimum hazard to the ﬁatlent,
and it should be in the patient’s best interest at all times. The pro-
tocol must provide for the consequences and courses of action in the
event the device fails or fails to achieve its expected results. All of
the hypotheses, methods, controls, patient selection, tests and obser-
vations to be made, and other definitive criteria for evaluation, must
be documented in detail to assure standardization and uniformity
among the independent investigations being conducted and to assure
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well-controlled clinical data. In addition to the detailed description
of the clinical trials, the protocol should specify the results from such
trials to be obtained for proving safety and efficacy of the device, in-
cluding permissible variations in the results.

Particular attention should be paid to the method of selection,
of the subjects to assure that they are suitable for the purposes of the
studK. Diagnostic criteria of the condition to be treated or diagnosed
by the device should be documented for all investigators. If the de-
vice is not directed toward any specific segment of the population,
there should be a sufficient number of trials conducted on groupings
of differing age, sex and severity or duration of the condition. Special
care must be taken to assure that the investigators use the same
methods of observation and recording results, including the variables
measured, quantitation and assessment. For instance, if the investi-
gator does not record the specific parameters such as frequency,
power, pressure, depth, etc., the FDA may find this to be an uncon-
trolled investigation because comparative data and results between
the investigator’s subjects and between his subjects and those of
other investigators may not be possible.

Uncontrolled or partially controlled studies are not acceptable
as the sole basis for claims of safety and_efficacy, although such
studies may provide collaborative support. The clinical investigation
protocol must outline in detail the steps to be taken in order to mini-
mize bias on the part of the subjects, observers and investigators.
Furthermore, the protocol should contain detailed designs of modus
topelrandl for using control agents and methods of blinding in clinical
rials.

Control Procedure

The common control procedure used in the dru? field is the
placebo control. This involves comparing the results of using a new
drug with an inactive preparation designed to resemble the test drug
in matched groups of subjects. AIthou?h this is inapplicable to
medical device testing, there are other methods of setting up controls.

First, in situations where the disease to be treated is terminal
and at an advanced stage, the no-treatment control can be used. One
group of subjects is treated with the medical device and the other
comparable group remains untreated. The longevity and mortality
rate of the subjects in each group is then compared.

Second, a more suitable procedure could be an active treatment
control. Here, a conventional device or regimen of therapy is used
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on the control groupland the test device is used by a matched group
of subjects.

~Third, in circumstances where the disease or condition is pre-
dictable and may be compared quantitatively with prior experience
historically derived from adequately documented history of the disease
or condition, in comparable patients or populations with no treatment,
a historical control may be used. In other words, the results of trials
on a group of subjects with the test device is compared with the
resultant condition that can be expected from such subjects with no
treatment at all,

Finally, in appropriate situations, the crossover control also
may be used during clinical trials of a medical device. This basically
would entail the use of a conventional device on part of the tissue
being treated or diagnosed and then the test device on another
portion of the same tissue as was treated with the conventional device.

Nonbiased Investigations

In human trials of a drug, the sponsor will normally design one
or more types of studies to assure nonbiased investigations, such
as the following:

(1) single-blind (the patient does not know whether he is
receiving the test drug or a placebo) ;

(2) double-blind (neither the patient nor the investigator
knows whether the test drug or placebo is being given to the
subject);

(3) crossover (first the placebo is given and then the drug) ;

(4% double crossover (after the drug is given in the cross-
over, the placebo is subsequently given to the subject) ; and
(5) randomized (unsystematic switching between the place-

bo, reference compound and test drug.

The above-listed designs of the clinical investigation generally
are inapplicable to clinical trials with medical devices. Probably one
of the only Practlcal methods of ensuring no bias would be what
could be called a “review-blind” procedure. This could be accom-
plished bY_ having an independent, competent observer grelsent dur-
Ing the clinical trials, who would evaluate the results obtained with
the test device and the conventional device without knowing which
IS which. The problem with this is that the devices would have to
be black-boxed in some manner since the observer might be familiar
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with theJJarticuIar conventional device used. A more preferable re-
view-blind would be to have a review committee or mvestlgator (such
as a pathologist) examine the patient and tissue treated after the
trials are done, without knowing whether the subject was treated
with the test device or with a conventional method of therapy or
diagnosis.

Information and Assurances

~ When the medical device to be investigated is s_hipﬁed_ or de-
livered to the clinician, the labeling on the device and in the instruc-
tion manual should conspicuously state: “CAUTION: New drug—
Limited by federal law to investigational use.” Before shipment or
before commencement of clinical trials, each investigator involved
should sign a statement giving the following information and as-
surances : _
(1) education (schools, degrees and dates) ;
(2) postgraduate training (institutions, dates and nature
of training) ;
(3) teaching or research experience (institutions, dates and brief
descriptions) ;
~(4) medical and professional experience (institutional affilia-
tions, nature of practice, dates) ;
(5) pertinent publications (journals, titles and identifying
references) ;
~(6) assurance that a local institutional review committee
V\{[I”d initially and periodically review and approve the clinical
stuay
(7) description of the clinical laboratory facilities to be used ;

(8) outline of the plan of investigation, including the approxi-
mate number of su_btjects to be treated, the number to be em-
ployed as controls, if any, clinical uses to be investigated, char-
acteristics of subjects by age, sex and condition, the kinds of
clinical tests and observations to be undertaken, the estimated
duration of the investigation and a descné)tlon of report forms
%o tbe usletd to maintain an adequate record of observations and
est results ;

(9) assurance that the investigator has received full infor-
ml_at!onI cqnlcernmg the preclinical investigations that justify the
clinical trials ;

~(10) assurance that periodic progress reports will be sub-
mitted to the sponsor ;
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(11) assurance that any adverse effects shall be reported
to the sponsor promptly and, if alarming, shall be reported im-
mediately so that other investigators can be notified by the
sponsor,

(12) assurance that the device will be used only on subjects
under the investigator’s personal supervision or under the super-
vision of the mvestlgators responsible to him (identifying those
investigators) and that the device will not be supplied to any
other investigator or clinic for administration to subjects;
~(13) assurance that the investigator will inform each sub-
ject, including subjects used as controls, or their representatives,
that the device is being used for investigational purposes and
that the consent of each of said subjects or representatives there-
of is obtained, except, where in the investigator’s professional
judgment, such consent is contrary to the best interests of the
subject (such as in a life-threatening situation where it is not
feasible to obtain informed consent in time) ; and
~(14) assurance that the investigator will report to the local
institutional review committee any emergent problems, serious
adverse reactions or proposed procedural changes affecting the
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tion of both the sponsor and the investigators must be retained for
at least two years after the device has either received approval or
has been abandoned, whichever occurs later.

VI Application for Premarket Approval . .

Now let’s consider the situation where the medical device was
developed and introduced prior to enactment of the Medical Device
Amendments of 1976, or it was introduced after enactment but the
device s substantlallg equivalent to a device introduced after en-
actment and has not been classified in Classes I or Il. The necessity
for a product development protocol application and an exemption
for |.nvest|gat|onal use application is absent here because, pursuant to
Section 501(f)(2)(B), premarket approval for the device is not re-
quired until 90 days after the Secretary promulgates a premarket
apf)roval regulation for the device and, In no event, earlier than 30
calendar months after automatic classification into Class [Nl upon
enactment of the Amendments or subsequent classification into Class
I1I. The necessity for an application for a product development pro-
tocol is also inapplicable because the product already has been de-
veloped and has been introduced to the marketplace.

What is required is the filing of an application for premarket
approval pursuant to Section .515((10).. This application must contain
documentation concermngi all investigations which have been made;
methods, controls and all other relevant information to assure the
Secretary of safety and efficacy.

If the type of well-controlled investigations that have been
discussed herein were not made prior to development and introduc-
tion, they should be commenced promptly. Although you will have
at least ‘30 months after enactment of the Amendments, plus an
additional period of time if the premarket classification has not yet
been promulgated for the particular device, there are risks in delay.

For instance, the Secretarr has a half year to issue an order
approving or regectlng the ai)p ication for premarket approval. If it
is rejected, the Secretary will require measures similar to a product
development protocol in order to place the Eremarket approval ap-
plication in aﬁproyable form, and this could take a substantial amount
of time. If the time Ferlod_ for obtaining premarket approval runs
out in the interim, all devices on the marketplace would be con-
sidered adulterated pursuant to Section 501. This means that the Secre-
tary could take any one of several actions varying in degree of
harshness against all such adulterated devices on the market.

[The End]
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Alternatives to Peril

By PHILIP L WHITE, Sc. D.

Dr. White Is Director of Foods and Nutrition of the American
Medical Association.

salvation, but he neither recognizes nor appreciates what the

offer to him. In his soarln%, he seems to favor the cold drafts of threat
more than the warm thermals of comfort. It is as though by contend-
ing with the cold drafts of threat he hopes to control his own destiny.
This is disquieting; why does he not utilize the warm thermals of
comfort that arise from the Flalns of salvation? Even those who do,
however, from time to time also glance around anxiously to mark the
locations of the cold drafts of threat.

We live in trying times, times to try man’s soul. The incidence
of carcinoma of the stomach is declining and no one can explain why
it should be so. Man weeps. Epl_demI0|0%]IStS are embarrassed hy the
decrease in the death rate from diseases of the heart. It must be some-
thing other than cholesterol!

Everyone was depressed by the headline in the New York Times
for January 29, 1976: “Cancer Toll Rise in 75 a Mistake . .. Appar-
ently Dramatic Trend in First 7months Laid to the Vagaries of Data.”
Later, in the New York Times of March 5 1976, the Director of the
National Center for Health Statistics in a letter said: “Don't get
your hopes up!” _

CBS thrills the nation with a TV Special, “The American Way
of Cancer.”

Consumer advocates demand that bacon carry a label warning:
“Eating Bacon is Dangerous to Your Health ; Boil, dont Bake.”

Red No. 2 is banned because an ill-fated animal study did not
prove that it could not cause cancer.

‘Representative Delaney publishes a Congressional memorandum
calling for an immediate suspension of all artificial fluoridation of
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drinking water so there can be compliance with the existing Delaney
Cancer Amendment; fluoride, he says, causes cancer. The Amendment
requires the Food and Drug Administration (FDA) to ban any carcin-
ogen in food and drink.2 The National Health Federation offers form
letters to be sent to your congressmen demanding legislation imple-
menting Representative Delaney’s memorandum for $1.00 per 100,
plus postage.

Fund Cut

_ The National Cancer Institute faces a fund cut. Scientists are look-
ing for carcinogens that the public has already found. The cut in funds
is a threat, for more people make a living from cancer than there are
people dying of it.

We have progressed from the ph_ilosopr%y, “Take hart healthe is
possible,” to the ‘present preoccupation, “Take heed, you are sur-
rounded by death.” Death has become an environmental hazard. As
Lewis Thomas said:

“It is extraordinary that we have just now become convinced of our bad health,
our constant jeopardy of disease and death, at the very time when facts
should be telling us the opposite. In a more rational world, you’d think we
would be staging bicentennial ceremonies for the celebration of our general
good shape. In the year 1974 out of a population of around 220 million, only
1.9 million died, or just under 1 per cent—not at all a discouraging record
once you accept the fact of mortality itself. . . . Despite the persisting roster
of still unsolved major diseases—cancer, heart disease, stroke, etc'—most of us
have a clear, unimpeded run at a longer and healthier lifetime than could have
been foreseen by any earlier generation.”3

~But as historian Kenneth Clark stated : “Our days are numbered
in the best of times.”

The preoccupation with disease and peril has evoked some very
coRAent_ editorials. Franz Ingelfinger, editor of the New England Journal
of Medicine, wrote:

“American Cancerophobia, in brief, is a disease as serious to society as cancer
is to the individual—and morally more devastating. In this state of affairs,
many are to blame-—not only high pressure advertisers foment and exploit our
cancerophobia, but also the well-meaning and yet harmful practices of other
groups: activist consumer organizations, politicians, and even the American
Cancer Society, which point direly accusatory fingers at you if you do not
give money to ‘cure cancer.””3

1Congressional Record, pp. s7172—

3 Ingelfinger, Franz J., *“Cancer!
57176 (July 21, 1975). Alarmt cancert” New England Jour-
2Thomas, Lewis, “Notes of a Biology- [ld (5? MG(TICIHG 293: 1319—1320, (Dec.
Watcher,, The Healﬁh Care  System,” 18, 1975).
New England Journal of Medicine 203:

1245— 1246 (Dec. 11, 1975).
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Jonas Salk devised a remedy for people worried about cancer-
causing substances: “The best thing to do,” he said, “is quit reading
the newspaper.”4

Everywhere one reads bold predictions of the increase in longevity
that could be achieved by the control of leading causes of death. In a
January 25, 1976 United Press International Release, Science Editor
Al Rossiter stated: “If coronary heart disease could be wiped out, the
average lifespan of American men could be increased by 8to 10 years,
b¥ some estimates. Elimination of cancer would extend the average
lite by almost 2.5 years.”

Healthy Hypochondriacs

Soon only degenerative diseases will remain unsolved, and when
they are controlled, people will die only of natural causes. Lewis
Thomas set our goal—to make aging and dying a healthy process. He
goes on to suggest that preoccupation with human fragility could lead
to the time when we all become doctors, “. . . spending our days
screening each other for disease. The new danger to our well-being,
if we continue to listen to all the talk, is in becomlnﬁ a nation of
healthy hypochondriacs, living gingerly, worrying ourselves half to death.”5

Was it not Pogo who said, “We have met the enemy and they is us”?

With so much attention being given in the media to correlations
that shake out of epidemiological studies, it really is no wonder the
public is preoccupied with cancerophobia. The skilled application of
the epidemiologic process has succeeded in linking nearly everx nutrient
or major food component to one loathsome disease or another. The
only recourse is to hold back change and progress so that the epide-
miologist can prove cause and effect.

“Impasse”

“Cholesterol is poisonous

So never, never eat it.

Sugar, too, may murder you
There is no way to beat it.
And fatty food may do you in
Be certain to avoid it.

Some food was rich in vitamins
But processing destroyed it.
So let your life be ordered

By each documented fact
And die of malnutrition

But with arteries intact.”*

*Chicago Sun-Times (March 17, “Kritchevsky, D., “Impasse,” New
1976), England Journal of Medicine 262:619
5Supra note 2. (1960).
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Fun from Fiber

Medical pundits have been having their fill of fun from fiber.
Howard M. Spiro mused as follows: .. the patient is on a high fiber
diet to prevent diverticular disease and colon cancer and now that his
child is a vegetarian, for more doctrinaire reasons, theY. can meet in
one great %assy festival of love over cauliflower, broccoli and carrots;
spinach which stood for the authority of the parents and divided the
generations in the 1920°s, now symbolizes their unity."7 Should dietary
prudence, which taught us to eschew butter and eggs, urge us now to
chew bran? Samuel Vaisrub in the Journal of the" American Medical
Assoclation wrote,

“The answer to this question would be easier if the fiber feeding was only a matter of
mastication and ingestion. Unfortunately, it also entails nondigeMion and elimi-
nation. Attendant borborygmi, flatulence, frequent defecation of soft bulky
stools, and a constant awareness of bowel activity are hardly conducive to a
serene state of mind. Fiber may stir the gut but it is unlikely to stir the imagi-
nation or quicken the pulse.”9

A few scientists still make sense. Yerushalmy and Palmer state:
"The estimates of (their) health effects are frequently based on a
combination of conventional wisdom and superficial association. There
is often little evidence to supFort a causal relationship. The error of
equating association with causality has been referred to in epidemiology
as the ecologic fallacy."9

Public preoccupation with chronic diseases and with environmental
hazards is a garrote tightening slowly around the throats of the
pathologist and the toxicologist. The demand is for protection from
environmental hazards that threaten longevity. The scientist can help
and perhaps can reduce some of the hazards associated with environ-
mental chemicals, but many of the apparent environmental hazards in
reality, are related directly to'voluntary habits under one’s personal control.

A great deal of attention is paid to uncertain or imFIie_d risks
while other large and une(iuwocal risks to health are essentially ignored.
These risks and other voluntary social habits are major or even over-
whelming contributing factors influencing earlfy death. Among the
unequivocal risks are to he found excessive use of alcohol and tobacco.

' Spiro, Howard M., “The Rough OYerushaImy, J. and Palmer, C. E.,
and the Smooth,” New England Jour-  “On the Methodology of the Investi-
nal of Medicine 293:83—85 (July 10, gation of Etiological Factors in Chronic
1975). Disease,” J. Chronic Diseases 10:27— 40

Vaisrub, Samuel, “Fiber Feeding (1954).
—Fad or Finger of Fate?” JAMA 235:
182 (Jan. 12, 1976).
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drug's,_lack of proper exercise, automobiles and (according to some
authorities) choice of dietary composition.10

Unequivocal Risks

_ Proper attention paid to these une%uivocal risks certainly would
improve the quality of life for manr. ut are people ready to make
decisions about their personal life-styles that would reduce such risks?
Some have already made changes, but the majority of people simply
are not interested.

_The other aspect—that of uncertain hazards, those associated with
environmental chemicals—is influenced by public pressures of a dif-
ferent nature. For here, the public demands protection, where ir_the
other instance it seems to be unwilling to take the necessary steps
for its own personal protection. In the past, unless experts could
provide satisfactory and convincing evidence of the adverse effects of
environmental chemicals, their opinions were neglected or even re-
jected. Contrary to that earlier situation, it is now frequently assumed
that a hazard exists even when no satlsfactqu evidence for it can be
provided. Today, as a result of strong social pressures, experts are
asked to provide scientific evidence of absolute safety. All of these
attitudes are extreme ones. A World Health Organization (WHO)
Expert Committee pointed out that when the existence or the absence of
adverse effects cannot be established definitely, it is for the responsible
public health authorities to decide whether a preventive or a conservative
attitude should be adopted.ll

~ The implementation of that recommendation calls for the exer-
cise of informed judgment and, as we shall soon see, informed judg-
ment is sometimes ignored. A case in point is the non-part played by
the National Toxwology Advisory Committee in the FDA decision
to remove Red No. 2 from the marketplace. Canada, on the other
hand, chose to accept informed judgment in its decision to keep Red No. 2

Absolute Safety

~ Food safetv is an ever present challenge. This is another situa-
tion in which scientists are searching for carcinogens the public
already knows about. Scientists are being asked to reduce or eliminate

Report of the Panel. on Chemicals 1 Health  Asgects of Environmen-
Q{]§]'H£a?”b of nw Pre%| ent’s %gence al Poqutlnn (%oRItroI: r%nnm and
visory Committee (Sept. 19 5 mpl]eme fatlon 0 %tlona rogr%Nm%s,
Eec nicaJ Reoort Series 554, WHO,

eneva 19743
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unknown hazards and those known hazards that spring from causes
still unknown. Furthermore, when certain sectors of the public be-
come aware of a possible chemical hazard often based on incomplete
evidence, they then demand its removal or, at best, demand evidence
o:c at%solute safety. By extension, the demand is for absolute proof
of safety.

When required by the public to prove absolute safety from un-
known hazards, we are asked to eliminate unknown hazards or those
known hazards that emerge from causes unknown. One, therefore, is
required to prove a negative, that is, to prove the absence of a hazard
(to take a little scientific license).

Research Into the Negative

To prove the negative, one must be prepared to prove experi-
mentally the presence of nothln?. Not a real trial for most of us,
However, to prove the F.resence of absolutely nothing (the antithesis of
demonstrating the totality of everything or proving absolute safety),
one must be careful never to have helieved in its presence. This is a
little like an apBroach our minister uses when chatting with an atheist,
“Now, tell me about this God you don’t believe in.” He usually gets a
three-minute monologue on the bad features of the God the person
does not believe in! Having once believed in God, one cannot then deny
His presence. Once having believed that a food additive is a carcinogen,
one can never believe that it is not, so don’t even think about it. By
this logic, | believe one safely could look for a non-cocarcinogen when
he has the other half of the Co(prime)-carcinogen. | am not sure, but
| would not look for one of those either. Is there such a thing as a
non-potentiator of a non-cocarcinogen ?| suspect one could prove the
absence of one of those things.

~There is no question that demonstrating the absence of nothing
is intellectually stimulating, but considerable time would be requirec
to establish one’s career. There would be few examples of favorable termi-
nation of research into the negative because that would be tantamount
to successfully not finding what you are looking for.

There are lessons to be learned from past experiences with food
nonsafety. Is it possible that cyclamate ﬁrotects against the carcinogenicity
of saccharin and that the FDA may have removed the wrong half of
the combination tested for safety? The FDA Red No. 2 study, on
the other hand, may have provided the paradigm of how not to per-
form a toxicologic experiment. Too many technical things went wrong;
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not all bases were covered. That study offers an important lesson also.
The botched study “accepted” as a valid test for evaluating risk pro-
vides a standard of nonexcellence for those who must plan negative
research. In an offhand way, this reminded me of a headine | saw a
few years ago: “Agnew Papers Found Missing.” In summary, a fruit-
ful culmination of research to identify unknown hazards from causes still
undetermined is successfully not finding what you are looking for.
But then, not finding something does not prove its ahsence.

The requirement to identify the unknown cause of diseases or
hazards not yet defined exemplifies the jargon of safety evaluation.
We have a greater chance of dying from it than living with it.

_The science of biology is influenced heavily by the statistical
philosophy that lack of proof of no effect is a probability problem that
can be resolved by feeding more animals pxcesswelg high' doses. The
dosage is to be increased until the limiting factor becomes the nutrient
density of the test diet. Ultimately, a toxicological threshold is ap-
proached, heralded by the call for nutritionists to assemble human
diets that resemble toxicologic experimental diets. The response will be:
“There ain’t no room for no food!” Then the option will be to nourish
the animals by vein and administer the test-compound by mouth. Some-
one said twenty million Frenchmen couldn’t be wrong. Where else
but in America would they say that twenty million mice cannot be wrong ?

Red No. 2

The statistical philosophy can be illustrated in another way that
relates to biological data. Regarding the Red No. 2 s.tudr, Dr._ Herbert
Blumenthal, Director of the FDA's Division of .Toxwo.og?/, is quoted
as having said: “While the statistics used in this particular analysis
may point to carcinogenesis, the biological analyses and interpretation do
not.” He went on to say that he would not have requested a statis-
tical evaluation of the study. 12

A new science is developing, a science known as politoscience.
This is a social science in which informed scientific judgment is disal-
lowed or ignored. Informed judgment or expert opinion is required
when factual information is incomplete or absent. "Incomplete knowl-
edge is unacceptable for there must have been an experimental or
statistical error. Informed judgment is no longer a privilege for the

DFood Chemical News 17, No. 47,
27 (Feb. 9, 1976).

ALTERNATIVES TO PERIL PAGE 503



scientist (he probably had an industry grant, anyhow). Disallowing
informed Judgment automatically makes everybody an expert and we
have politoscience. Legislative staffs would collect, collate and inter-
pret scientific information. Scientific issues could be resolved by the
democratic process. Peer review would be a prerogative of the courts.
The recommended da”Y allowance table would be reduced to just two
columns, calories and cholesterol.

Let’s take politoscience to its ultimate conclusion. Since it was
reported that people who died of an infectious disease seldom devel-
oped cancer, the Congressional Select Committee on Cancer Control as-
sumed that an immunity to cancer developed in response to the infec-
tious disease. Medical scientists, however, failed to isolate any immune
bodies or to induce the |mmun|tr by conventional means. The Con-
gress then decided to remove all restraints on infectious disease. The
cancer incidence dropped to next to nothing in just two generations.
The Congressional Bureau of Health Statistics, to its dismay, then dis-
covered that life expectancy had fallen to 40 years, just as in 1900.
There was little cancer and almost no heart disease. People died of ague,
apoplexy, conniptions, vapours, dyspepsia, plague, pox and ptomaine.

Ccmcerophobia

It was cIearIy_turnin? into a strange world. Cancerophobia and
atherosclerotaphobia reinforced by politoscience was having a pro-
nounced effect on industry.

All colors and dyes were suspected of causinq cancer or hyper-
kinesis or both. No natural or synthetic colors could be used in food,
drink or drug, nor in anything that touched the body. Only those
people who were color blind were surviving;_the rest were dying of
starvation since the aesthetic quality of food, drink and drug is a prime
prerequisite to indulgence. The problem was solved hy the development
of colored lights and colored glasses specially designed to provide the
necessary aesthetic colors for use when consuming breakfast, lunch
or dinner. All snacking was done in the dark and man soon learned
to drink with his eyes closed. Television casts returned to black and
white since advertisers no longer could depend on product color to
generate sales. To the unaided eye, breakfast cereals appeared the
color of blah, except for King Vitamin which fluoresced an iridescent blue
from the added riboflavin and the thiochrome from degraded thiamin,
It was indeed turning into a strange world.
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This is not too different from the world that we know today for we
also do some strange things, such as consuming massive doses of vitamins
to cure cancer, heart disease, schizophrenia—even the common cold.

Sanctum Sanctorum Vitaminum

Vitamins have become a substitute for prayer.
And food a substitute for vitamins.

And love a substitute for food.

And alcohol a substitute for love.

And alcohol produces liver cirrhosis.
Therefore, prayer causes liver damage.

Alternatives to Peri!

Are there alternatives to peril? Is man destined to live in a sea
of cancer-causing chemicals? Such was the suggestion of Dr. Frank J.
Rauscher, Tr. at the American Cancer Society annual science writer’s
seminar. Dr. Rauscher is quoted as stating: “Every year for the last
ten years more than 250,000 new compounds have been put on the
market. Practically none of the new compounds have been tested for
their cancer causing potential.”Zi ~ With $150,000 and three years for
the testing of each one, the ten-year accumulation of 2,500,000 new
compounds would require 7.5 million man-(and rat-)years of testing
and 375 billion dollars in expense, assuming no more inflation and no
screening of the compounds. During the 7.5 million years of testing,
2 x 10% new compounds would be introduced and their testing-——.
well, enough.

Does progress sustain peril, are they synonymous? Alvin Toffier,
in his book Future Shock, asserted that progress was indeed perilous for
those who were not prepared properly for it. Preparation for progress,
appropriate information to those to be affected by it, certainly should
help. But, at the same time, peril cannot be the cost of progress, for
progress is in reality a reduction in peril. Is there not a progression of
events that backs industry into corners of its own making?3

B3Chicago Tribune (March 30, 1976).
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Alternatives to Peril

Advertising creates the need,
The consumer sustains it.

Industry expands demand,
The stockholder sustains it.

Demand exceeds the natural,
The artificial sustains it.

The artificial breeds concern,
The naturalist sustains it.

The concern yields peril,
And panic sustains it.

The alternative to peril?
Information disdains it.

The conclusion is: Tell the consumer why gou do what you do,
and if it cannot be justified, do not do it. Remember, that the informed
consumer can make judgments the uninformed consumer makes ac-
cusations. 4 [The End]
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Recent Developments Under
FOIA and FACA
Directly Affecting

the Pharmaceutical Industry

By ANTHONY L YOUNG

Mr. Young Is an Associate of the Law Firm of Wald, Harkrader
& Ross.

PENNESS IN GOVERNMENT has, for the past several years,
Obeen a point of focus for Congress, regulator¥ agencies and the

courts. Legislation such as thé Freedom of Information Act (FOIA)L

and the Federal Advisory Committee Act (FACA)2 has been fol-
lowed by extensive litigation ‘and more recently by detailed a%enpy
requlations such as those promulgated by the Food and Drug Admin-
istration (EDA).3 Although FOIA has been on the books for nine
Years and FACA for almost four, these laws are o_n!}/ now heginning
0 have a significant impact on the pharmaceutical industry.

Before exEI_orln in detail these two acts, two preliminary points
are_in order. First, FOIA and FACA are procedural in natre, and
while the FDA’s preoccupation with them might lead a layman to
conclude otherwise, the,?é do not amend the Federal Food, Drug and
Cosmetic Act.4d Yet, like other hasically procedural statutes,5 they
impose requirements that must be observed if the purposes of the
underlying Acts are to be achieved.

Second, my remarks are not directed toward a discussion of these
statutes in general, but are limited to recent developments affecting
the pharmaceutical industry. At the outset, however, | should observe

'5U. S C. Sec. 552 ®For example, the Administrative
§§1Uc§R sl ; rucee AU € bl
1U. S C. Sec. 320 et seq. ?Jgﬁcy Act, 22 U. g R g 0.
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that it is often the rule that the occasronal Judrcral gloss that is added
to a statute is subsumed in its d a?/ -to-day administration at a regula-
tory agency. The FDA is ng exception. |t these preliminary thoughts
in mind, | now turn to a detailed look at the statutes in question.

|. The Federal Advisory Committee Act

The FDA now has established 24 advisory committees with juris-
diction over prescription drtg s and biolggies. "These committees evalu-
ate data concernrng the safety and effrcacy of those products. An-
other 15 are actively reviewing all nonprescription drug products.
From t hrs plethora of commrttees ong would hardly suspect that a
prrncrpa purpose of FACA was to limit the use of such committees to

those that are essential."0 Despite this legislative Purpose the FDA's
extensive use of advisory committees is not difficult to explain. Com-
missioner Schmidt recently stated7 that he has “encouraged more
use of advisory committees by the Agency" because such committees,
“composed of individuals from the grrvate sector, can monitor the
performance of the Agency and_“bring needed expertise and ex-
perrence|YT] Jdend credibility to Pts] actions, serve a valuable edu-
cational function, and provide a forum for publrc discussion of im-
portant issues. "g

The Commissioner's statements followed a House Committee
report0 criticizing the Agency’s alleged improper use of advisory
committees and were made on the eve of new medical device legisla-
tion mandating such use.10 In its most relevant parts, the House
Peport concludes that the FDA has improperly closed committee
meetings, has improperlv influenced advisory committees by rnrectrng
legal issues into their scientific deliberations and has implemente
committee recommendations based on less than complete evidence.ll
More general conclusions were that the FDA’s use of committees has

Management and IOé)udget &g\%rso(r)m&e o autthrr OSF% S?emt% Gbc%mrlnlr%%eagﬂ
;

Itt nageme fce” Para. Health ate Commigtee on Labor
gl) F F% %%Q—\ g %?3/‘/ re, 82nd Congress, 1st
|nter g(r“ecn%le eI\-Illa?r(res eguatr { erlrtrocr)u essronl vrsg Commjttees by the
Lecture Uarversrty of Utah Aprrl gDru% dymrnrstratron Ibtrenth
19 e ort. of the ﬁmmrttee on ovgrnmer]t

putside consultants to eratrons 181, 94

of
assrstteﬁ A carr¥rn out Its stat %ess 2nd essron

tor unctr new. on erence ot on
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ar ick was_ tel e Senate S u nd essr 7
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unt ter consultation with nationa
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contributed to a lowering- of drug approval standards and that the
Agency uses committees to gain the support of the scientific com-
munity for regulatory decisions.2 While the Report may be partly
responsible for the FDA's recent shift in policy toward more open-
ness in the activities of the Agency’s advisory committees, it does
little more than summarize the results of several years of hearingsI3*
that effectuated some chan%e at the time they were held. Therefore,
in m?/ view, the report will have little impact on the FDA and,
therefore, on the pharmaceutical industry.

Advisory Committees

~The FDA’s use of advisory committees has created legal issues
which fall into twm broad categories. The first is whether a given
ghroup or amalgamation of individuals is an_advisory committee, and
the second is the extent to which the deliberations of committees
subject to the Act must be open to the public.

The first question was recently answered in the case of Con-
sumers Union v. Department of Health; Education and Welfare (HEW ).
The controversy arose when an attorney for Consumers Union asked
and was refused permission by the FDA to attend meetings of the
Cosmetic, Toiletry and Fragrance Association (CTFA) and the
Agency to discuss a vquntarK cosmetic ingredient review program.
The direct question before the Court was whether such meetings
rose to the level of advisory committee meetings so as to be covered
by the Act. The Court held that the meetings were not covered be-
cause they “were not called to consider proposals dealing with
Eendlnlg agency action”13 and because CTFA was not “advising the

DA”15 about a government program. Rather, the Court concluded,
these were “consultations concerning the groun’s [CTFA’S] own
péoposall’; at which the CTFA was seeking “FDA’s comments and
advice.”

The Court found the case distinguishable from the situation in
Food Chemical News v. Davis.I* There, the Bureau of Alcohol, Tobacco

. BH. R Re?. No. 94-787, %upra. Find- #No. 75-1250 (DC DofC March 12,
|n%3and Conclusions 4 and b,"pp. $—6. 1906 . o
R AR e o
istration, ” Parts 1—3, Beford a g]uB ]Géll L oli o;ﬁmon at | '

rt
committee o% tfwe ouse Committee on 17 Ibi
oveénment (BE ra|t10ns, 93rd Coggress, B3BF. Supp. 1048 (DC DofC 1974).
nd_Session, 94th Congress, 1st Session
1974—1975).
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and Firearms of the Treasury Department sought the advice of
industry and consumer groups on possible amendments to regulations
dealing with labeling of distilled spirits. Such meetmgs were held
to be covered by FACA because the Bureau controlled the requla-
tory situation. By contrast, in CTFA’s case, the FDA lacked specific
authority1d to mandate cosmetic ingredient testing.20 This last point
was important to the Court because of FACA’s directive that agencies,
not their advisors, determine “action to be taken and policy to be
expressed.”2l

The FDA'’s Advice

The_teachinE of the Consumers Union case is that private industry
may solicit the FDA’s advice on matters outside the Agency’s direct
jurisdiction without fear that the procedural requirements of FACA
must be satisfied. The opposite would prevail, however, according
to the implications of this decision, where an outside group and
the Agency met to discuss matters which clearly (or arguably) fall
within" the” FDA's direct jurisdiction. Regularized meetings, such as
the monthly FDA/ad hoC consumer representative meeting, are al-
ready open to the public, as are the more occasional FDA/industry
conferences, such as the upcoming series on medical device legislation.
In these situations, openness—the principal hone of contention under
FACA—obviously is not at issue. Ad hoc industry/FDA meetings,
such as those occasionally held before or after the FDA lowers its
regulatory_boom, might well be required to be open under the Con-
sumers Union rationale.

Such a result would have a_si%nificant.negative impact on the
Pharmaceutlcal industry, | submit, because it would inhibit the free
low of communications.

The FDA also appears to take this view. In the proEosed re?-
ulations on Administrative Practices and Procedures, the FDA flatly
takes the position that the Act does not apply to “routine meetings,
discussions, and other dealings, including exchanges of views, between
the Agency and any committee representing or advocating the par-
ticular interests of consumers, industry, professional organizations,
or others.”2 One district court opinion has agreed with the FDA

]OConsumers .Union.v. Department of ae

Hmhs ueﬁtions as to whether FDA
HEw gupgs, SD ODITION 21 0.1 4 ad the aufhority to sponsor an ingre-
. “UPFA’Jh ifs own discretion was

: lent testing program.. i
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position.Z3 Of course, it remains to be seen whether appellate courts
will concur with this position.

The FDA’s other judicial experience with FACA came in Wolfe
V. Weinberger.24 That case involved the efforts of the Health Research
Group’s Dr. Sidney Wolfe to obtain copies of verbatim transcripts
of the closed sessions of the FDA’s Panel on Review of Over-the-
Counter (OTC) Antacid Drug Products. The FDA refused to dis-
close the trans_crlpts because they reflected “the deliberations of
those engaged in the policy-making process, and [are] thus exempt
from disclosure” under the Freedom of Information Act23 as inter-
agency or intra-agency memoranda.% The District Court disagreed
and ordered the transcripts released. The basis for the holding was
that the transcripts were not exempt from disclosure under that Act
because the panel was not an “agency” as defined for purposes of
FOIA in that it lacked independent authority to make decisions.2/
Thus its transcripts were not entitled to protection as an “inter-
agency or intra-agency memorandum.”2

Agency Memoranda

~The Court was right, of course: The panel is not an agency.
This issue is important to FACA because advisory committee meet-
ings may be closed only upon the reasoned invocation29 of one of the
nine exemptions from disclosure under FOIA.3) When a committee
is discussing trade secret information, it is relatively simple to close
a meetmngy invoking FOIA’s exemption four, which protects trade
secrets. Where the committee is merely discussing non-trade secret
issues, however, such as general recognition of the efficacy of aspirin,
the only possible exemption is the one relating to “inter-agency or
gntra-a?ency memoranda.” Thus, the FDA was compelled to argue
in Wolfe, ultimately without success, that its advisory committee
was an agency.

The Court in Wolfe went on in dicta to suggest that the inter-
agency/intra-agency memoranda exemption applies to closed meet-
B Nader v. Baroody, 39(} F Squ. 24;183 g 283[#)() 238 (DC DofC 1975).
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ings of advisory committees only where the committee is considering
or discussing “an actual agency memorandum otherwise protected by
the exemption.”3l No such memoranda were being considered by the
Antacid Advisory Committee. Moreover, the Committee’s transcripts
were not part of the Agency’s deliberative process since the FDA
eschewed reliance upon them.2

Because most of the meetin%s of the Antacid Review Panel were
held prior to the enactment of FACA, the Court noted that its
application of the statute to the case was “problematical.”3 This,
and the pendency of a case presenting similar issues in the United
States Court of Appeals for the District of Columbia, caused the
FDA to note its gisagreement with the Court’s view in a Federal
Register notice.34 The antacid transcripts, however, were released.

Aviafion Consumer Action Project Case

~On April 6, 1976, the Court of Appeals decided the %ending case
entitled Aviation Consumer Action Project v. Washburn.33 The Court
held that meetings of an advisory committee may properly be closed
where the “head of an agency determines [they are] concerned with
inter-agency or intra-agency memorand[a].”3 The Court noted that
FACA on its face permitted this result by incorporation of FOIA’S
exemptions. The consumer group’s second argument, that disclosure
of such memoranda to advisory committee members amounts to
disclosure to the public, thereby vitiating the exemption, was also
rejected. Thus, the dicta in Wolfe, that discussions of inter- or intra-
agenc)* memoranda may be closed, appears to be good law.

~The Court of Appeals went further, however, and adopted the
rationale often advanced bK the FDA for closing advisory committee
meetlngs, that is, that the inter-agency/intra-agency memoranda
exemption and the policy behind it 1s

d wolfe v. weinberger. supra at 242;  committee report “part of the delipera-
. Nagderv.. Dunlop. 310 Tf.pgupp. 17 tive pocesse_p ?Tl the Agency and ex-
ZDC Dof 1%7%) Gates v. Schlesinger,  empt from disc OSUI'E).
upra at 199 (“l the matters Commq he- Wolfe zi, Weinberger, supra a} 243,
Tore an advisory committee ar? nelther JFO0TC Review Pa e]l on_ Antacid
Inter-a engy ?r hntra-& ency af aIBS, ex-  Dru Product?, [L\va|a ity of Certain
emption 5°0of the [FOIA] 15 by its Téf 55m ts 0 Cgsz esstons, 40 F. r.
terms unavailable....”). 5 ec. 15, 197%). .
Conﬁ/ﬁlaorlefe V. Weinberger, sup:]a at 243, 19%&0 %Fﬁ%o%fos éco?]g{ eré/-t\%rrgl C6n’
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“particularly aﬁglicable fo advisorsy committees, whose sole function Is to advise
the, &genc .. The exemption |? ge lgne t0 encour%ge a free and ca dl.d.excé‘wagpe
o ideas ?vurm the rﬁ)cesso eCl |on-mak|ng dan to Prevent pre e%lsmn@, 5
closure 0 |n0|%|ent olicy or decisions that could disrupt agency"procedures.” 3

This language parallels the FDA’s most oft-cited grounds for closing
meetings to protect the “free exchange of internal views, to avoi

undue interference with committee operations”3 and to permit “for-
mulation of recommendations.”®

The importance of the decision cannot be overstated: It permits
an agency to close meetmgs at the drop of a memorandum. In the
Aviation Consumer Action Project case, the memorandum merely set
forth the issues to be discussed by the committee and was created
for the express purpose of closing the meeting.40 Because of the
potential for mischief created by the decision, the plaintiffs have
asked that it be reheard by the Circuit Court.

While the FDA’s and the Circuit Court’s interpretation of
FACA would permit the closing of all committee discussions and
deliberations,4L it does not appear that this power will be used. It is
now a widely held view at the FDA that_more advisor?{ committee
discussions will be opened to the dpubllc. This is exemplified by the
recent discussion of the safety and alleged carcinogenicity potential
of FD&C Red No. 2 by the Toxicology Advisory Committee.

Wide Discretion

On the other hand, the Aviation Consumer Action Project case
allows the FDA wide discretion in closing meetlngis. For example,
several weeks ago, in affirming the Agency’s refusal to release tran-
scripts of closed advisory committee discussions regardln%I two
approved diuretic drug products, the Assistant Secretary for Health
cited the case.42

. 37tldd slip opinion at 13. (Citations agﬁwamemo anda or ﬂmcus ion and

ed. _ ﬁ| n of matters that, It In W&It-
. BNotice of Meeting, Panel (in Re- Ing wQy consmue such memoranda
view of Denti rlce65 nd D$n a C%e ?n which would t er%orﬁ he. exemﬁt
Agents, 41 F. R. 165%, 16597 (Apr. 20, 1rom |s|c osure; an that Is esse
tial to clos surch portjon of a meetmq

'oIiCﬁ of Meeting, Panel on Revisw tq protect the free exc éinege_ of interna
opka Az\na{%%%h s, 4 F. R. 165%, we%s and to avoid Ungug Interference
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This leads to the question, “Where lies the public interest?*
Advisory committees, as was pointed out here a year ago, “form a
basis for FDA decisions, as the 1973 Supreme Court decisions recog-
nized.”&3 This raises several issues. First, advisory committee review
of a new drug product and the release of a conclusion that safety
or efflcac?/ is In doubt not only has legal significance but may also
|rre.parab¥ damage the drug’s reputation among physicians and their
patients. Yet, as Commissioner Schmidt has stated, “[i]t is remark-
ably difficult, if not impossible, to hold external, independent, part-
time consultants responsible for their errors,”4*Second, if the recent
open Toxicology Advisory Committee meetings are an example, it
appears that FDA attorneys are prepared to push these committees
as far as possible to get confirmation of the A?ency’s view.43 One
can only assume the same course is sometimes followed by Agency
personnel who deal in private with the Bureau of Drugs’ committees.

A balance must therefore be struck: deliberations open enough
to prevent ex parte influence and to nip medical or scientific error in
its ‘incipiency and yet sufficiently closed so that errors may be cor-
rected prior to their publication.

An open FDA advisory committee process will require that the
Bureau present its positions and their justifications in open session.
Panel discussions will be open to the public. Only the drafting of
final reports and presentations or discussions of trade secrets or
confidential data will be the subject of closed sessions. This is a sub-
stantial change from past practice. It provides the pharmaceutical
industry with an opportunity to monitor the committees and their
decisional processes and to respond prior to the cementing of com-
mittee conclusions. Most important to the FDA, however, openness
will make it more difficult for the Agency’s detractors to use secrecy
as the predicate for their criticisms.

Il. The Freedom of Information Act

As | stated earlier, FOIA is in its ninth year. The x\ct was
passed in 1967. not. as some might believe, in late January 1975
when the FDA’s Public Information regulations became effective.46

BMcGrew, Jane Lang, “How to Let | ffey, “Scientists and. Bureay-
e uns[ur\\F WlﬁhoHtg e?mg urned: crgthS:eeA chfsp})( of_SCClIJ?tnulgss oa ?:[?R K%
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Those regulations have generated thousands of detailed requests
for information at the Agencr. Additionally, the FDA’s insistence
that requests be logged for almost anythln? but press releases and
publications has fattened the numbers. Finally, the wide avallablll_t?/
of the Iotg itself generates still more requests as it signals the avail-
ability or information and whets curiosity.

And how has the pharmaceutical industry fared under the on-
slaught? | am sure that everyone has his own horror story. Overall,
however, it appears from the record that the FDA is living up to
the promise of its requlations. For the most part, what it has said
it will release is being released. What it said would be withheld is
being withheld.

. At the outset, however, the Pharmaceutical Manufacturers Asso-
clation (PMA)47 litigation, now at an end, must be noted. The first
decision established that there is no general right of notice to the
owner of allegedly trade secret information prior to its release by the
FDA. But the Court assumed, “absent a contrary showing, that FDA’s
[notice provision would] be generously and liberally interpreted.”48

~In the second decision, the Court found also that “due process
IS guaranteed under the existing regulations and administrative
scheme”49 of providing notice prior to release in any “uncertain”
cases. The Court also upheld the FDA’s waiver provisions regard-
ing release of trade secret information by its owner to a third party5
as well as the retroactive agipllcatlon of the regulations to cover all
data in the Agency’s files.

No Bureaucratic Impediments

It is my understanding_that these decisions are being followed
by the Bureau of Drugs. The guiding principle at the Bureau is
that anyone handling an FOIA request may phone the owner of the
requested information if there are any doubts as to its trade secret
or confidential status. No permission need be obtained, no second
OFInIOH need be sought. There are no bureaucratic impediments;
all that need to be done is to dial the phone.

Certainly there are problems with the PMA decisions which
transcend the fact that the industry’s view did not prevail. The
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courts” acceptance of FDA expertise in trade secrets and confidential
information as potentially pernicious.®2 This is because the Agency’s
prior blanket treatment of new drug application (NDA) material as
trade secret leads me to believe that FDA personnel have little
experience in this field. The danger of this suddenly acquired “ex-
pertise” is that courts will now defer to the Agency’s judgment, thereb
reducing the potential that FDA errors will be discovered and corrected.

There is evidence that such a trend has aIread?/ begun. In Morton-
Norwich Products, Inc. v. Mathewsss Judge Gessell said the following
of the FDA: “[it] processes thousands of Freedom of Information
Act reguests a year. It has a specialized staff which proceeds with
legal advice.” In so saying, he denied the company’s request that he
review In camera data withheld by the Agency. His basic premise
was that FOIA “must proceed in an atmosphere of confidence in
government. If the agency cannot be trusted, the Act will never work.”3

~ With the Court’s words in mind, let us now turn to the ad-
ministration of the Act by the FDA and the Assistant Secretary
for Health as reflected in their decisions denying and reviewing
denials of requests for information.

A. The Assistant Secretary for Health

Since JanuarY 1, 1975, the Assistant Secretary for Health has
decided 30 appeals from FDA denials of requests for information.
In 22 cases, he has affirmed the FDA. He has reversed in three and
there have been five split decisions in which the FDA was par-
tially reversed.

First, the reversals. In one case, the Agency had refused to release
the methodology it used to analyze a sample of an allegedly defec-
tive drug product.® In another, the FDA was reversed on its refusal
to release the investigational new drug (TND) submission dates on
91 apProv_ed new drugs.% Its computer had not been programmed
with the information.

The last reversal came at the beginning of this year. It involved
the investigational use of LSD in five institutions. The FDA denied
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a news correspondent’s request for the information. However, annual
reports, adverse reactions and other information regarding the studies
were later released.588While the release of IND materials is unusual,
the reason here was that the FDA had listed all of the approved
research projects in an article in FDA Consumer.®

Partial Grants and Denials

Partjal grants and denials included the release of factual portions
and denial of opinion portions of draft position papers submitted
by members of the Panel on Review of Blood and Blood Deriva-
tives.60 Another decision released some of the FD.A’s.qualltY assur-
ance programs for its own laboratories, but denied internal audits
and intra-agency memoranda.6l

One of the more interesting decisions involved the release to a
competitor of one company’s safet?{ tests on the competitor’s product.62
The case is unusual, If not startling, in that the material had been
submitted voluntarily to the FDA by the testing company. The
Agen_c% apparently contemplated glvm%that company the opportunity
to withdraw the material.8 The FDA did not do so, however, and
the tests were released after the competitor made out a strong case
that much of the material was not trade secret,

~In affirming FDA denials of requests for information, the As-
sistant Secretary for Health has invoked the trade secret exemption
ten times with regard to such material as “raw” animal test data in
NDA files,64 product formulae,6 customer lists,68 as well as protocols
and other materials from pending NDAs.67 Data from IND files,8
transcripts of closed advisory committee meetings dealing with new
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drugs,® and allegedly trade secret material submitted to an OTC
Drug Product Review Panel™ have also been withheld by the As-
sistant Secretary.

Similarly, invocation by the FDA of the intra-agenc¥ memo-
randa exemption has been upheld eight times to protect from dis-
closure such items as draft requlations,7L a task force report,72 and
g’):qrtlons of an FDA investigation reflecting inspectors’ opinions.7
inally, denials of establishment inspection reports in cases of on-
going investigations are routinely affirmed.7

On the whole, the Assistant Secretary has upheld FDA denials
where there was a rational and legal basis for doing so. Where a
denial was without legal justification, however, the FDA has been
put to task, no matter how burdensome the task of compliance.

B. The Food and Drug Administration.

_In 1975, the FDA processed 13,061 requests which were clas-
sified as FOIA requests and logged as such. Of these, only 184 were
“denied” by the Agency. The exemption for trade secret or con-
fidential material was relied on 82 times while the exemption for
ongoing law enforcement investigations was relied on 59 times.7
The pace has quickened this year. Already, 114 denials have been
issued. Many of these, however, were from last year’s requests.
And it must be remembered that the FDA will have received almost
9,000 requests by June L

Material Denied

It would appear from these statistics that the FDA is giving upl
a substantial amount of information. Not necessarily so. The FDA's

i)olicy IS to construe requests under the FOIA so as to obviate denials.
f this cannot be done, the requesters are often called and the
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request is discussed in an effort to preclude a denial. |t appears from
the low number of denials that most peoPIe are satisfied with this
approach. Moreover, most requests are from people sophisticated
enough not to ask for exempt material.

_Before closing, I will describe briefly some of the materials
denied. Information on pending NDAs, 7 INDs,77 NADAs,8 and
data submitted to the OTC Drug Product Review? are denied
routinely. Manufacturing information,8 quality control specifica-
tions,& and product formulae® are also denied without fanfare.

Some of the more interesting recent denials have included
FDA/FTC correspondence on nutritional labeling® and an intra-
agency “Report of FDA Federal Register Activity."8 The names of
the actual manufacturers of private label human and animal drug
products are being withheld8 as are progress reports on government
contracts.® And the FDA will not release its target list of chronic
violators of the food and drug laws.§

Of particular interest to the pharmaceutical industry may be the
fact that the FDA has not released voluntarily submitted material
that is trade secret.8 This is the case even where the company has
not re%Jested and received a pre-submission promise of confiden-
tiality.8 The files | have reviewed in fact show the granting of
only one such request.9

The FDA appears from the visible record to be releasing a
great deal of information. If one looks at requests that have been
granted, however, it is likely that the Agency has given away only
Eart of its vast store. The record is now too voluminous to examine.

ach owner of trade secret material must make his own judgment
and, if necessary, complaint.

[11. Conclusion

~The FACA will have a substantial impact on the pharmaceutical
industry because it will open up a process upon which the FDA has
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come to rely in resolving difficult scientific and medical issues. The
FOIA, which is slowly bringing to light substantial amounts of
heretofore nonpublic information, will also have an impact. At a
minimum, the release of such information will provide something of
value to the company that is devoid of know-how, and thus perhaps
affect the competitive structure of the industry. Criticism of the
industry will also be facilitated, in a new demonstration of the axiom
that knowledge is power. The task for industry will be to anticipate
these developments and to make the accommaodations necessary for

survival.
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Evolving Approaches
to the Regulation
of Prescription Drugs

By WILLIAM R. PENDERGAST

Mr. Pendergast Is a Member of the Law Firm of McMurray and
Pendergast.

HE DICTIONARY defines “evolution” as a process of change,

generally in a certain direction. In my opinion, the regulation
of prescription dru%s today is in a state of sharp and rapid evolution
—evolving from the trial-and-error period of the last 15 years, |
believe, to a more scientifically sound basis for regulation. This
basis, on the one hand, will insure the more rapid development of
new drugs based upon realistic and competent scientific criteria, and,
on the other hand, will assure the public that all prescription drugs
are in fact safe and effective and accurately promoted and. that when
problems occur, as inevitably they will, the government and the reg-
ulated industry can and will respond quickly to achieve a satisfactory
solution. But this positive evolution will have its price and. for the
industry, that price may be high. To understand this evolution, it is
necessary to describe, at least briefly, the process of change that
has already taken place.

About 15 years have slipped by since the passage of the 1962
Drug Amendments. Prior to that tune, the development, labelin
and advertising of prescription drugs were largely in the hands o
the pharmaceutical industry with the Food and Drug Administration
EFDA) Blaylng a relatively passive role as a regulatory agency.

efore 1962, the FDA had virtually no control over the advertising
of.prescrlptlon drugs, no premarket clearance authority over the
efficacy of such drugs, no authority to prescribe, in detail, the
methods of manufacturing prescription drugs (or any other products).
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The Agency did not even have the authority to determine what
drugs were made by whom or where.

The testing of prescription drugs for efficacy was left to the
sole and, generally, unfettered discretion of the companies market-
ing them and, at the same time, the science of clinical studies was
not nearly so advanced as it is today. Double-blind studies, and cer-
tainly triple-blind studies with crossovers of patient populations,
were something done infrequently. Their large-scale use was unheard
of, both within the industry and at the FDA. Prior to 1962, testing
for new drug applications (VNDAS) was confined largely to determin-
ing safety. The data submitted to the FDA for NDAs were often
brief but, generally without too much difficulty, the FDA gave ap-
proval in a routine fashion.

The 1962 Amendments changed all of this—Iit_eraII&/ overnight—
when, on October 10, 1962, President Kennedy signed the law. At
this moment, the FDA immediately took on the responsibility to
requlate the advertising of prescription dru%s, to demand the sub-
mission of substantial evidence of efficacy before new prescription
drugs could be brought to the market and, in fact, as we later learned,
to demand that same quantltAy and quality of evidence for prescription
drugs then on the market. At the same time, the Agency was given
new and extensive authority to determine the good manufacturing
Bractlces for prescription drugs, and to impose those requirements,
y law, uBon the pharmaceutical industry. It would understate_ the
case to observe that this sudden influx of authority to the FDA
resulted in a good deal of confusion, acrimony and uncertainty.

Clinical and Pre-Clinical Testing

Over the next decade, both sides—the FDA and the industry—
groped to determine how to implement all these new laws ; to deter-
mine, for instance, what kind of clinical and pre-clinical testing would
be necessary under the substantial evidence law to justify the market-
ing of prescription drugs—both those going onto the market and
those already there. Mistakes were made—concededly by both sides.
The FDA especially had its problems for, during this period, it was
understaffed, both quantltatlvely and qualitatively and, from what
we read lately, morale was so low that many employees at the Agency
simply were not functioning. Inevitably there was much bitterness
and misunderstanding between the Agency and those who had dealings
with it. Anyone who attended meetm%]s with FDA representatives
during those years can recall very well the frustrations that occurred.
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Such meetings were often a total waste of time since either or both
sides were totally unprepared for what was to be discussed, or each
was prepared to discuss a subject other than that which actuall

was discussed. In an understandable abundance of caution, FD

employees, especially since they had so little guidance, asked for
more and more clinical and pre-clinical testing of more and more
complexity. In addition, they required the submission of literally
mountains of animal data of questionable value to any realistic deter-
mination of the safety and efficacy of drugs and then asked for
further data to answer academic questions raised by the first set of
data submitted.

~Naturally, this atmosphere of confusion and contentiousness lent
itself to extensive litigation. By rough count, there are hetween 55
and 60 written opinions in lawsuits rou%ht by the pharmaceutical
industry against the FDA since 1962. This does not even include
actions brought, in traditional fashion, by the FDA. That figure—
50—60 0ﬁ|n|ons—|s all the more astonishing when one appreciates
that in the twenty-odd years prior to the passage of the 1962 Act,
the pharmaceutical industry had never sued the FDA. The few such
suits on file by any companies had been brought by food manufacturers.

Prior Evolutionary Process

_In very brief summary, that’s the evolutionary dperiod through
which we have just passed. It is an interesting story and deserves more
extensive treatment. It would be very easr to conclude from this
brief desantlon that nothing good can come of this evolutionary process,
that the FDA and the pharmaceutical industry cannot function
together and do the job demanded of them by the 1962 law and that,
therefore, perhaps out of despair rather than any other reason, the
Congress and public should consider drastically revising the drug law.
| don’t feel that way,

As you will see when I discuss what | suspect will be the process
of evolution in the next few years, the prior evolutionary process has
not been totally negative. In fact, it has tau%ht us a great deal. In
spite of all the acrimony and litigation (or perhaps because of it), we
learned a great deal. Just as a preliminary matter we learned that
the FDA has to be funded adequately for if it is not it cannot function
i)roperly—and we know that is not in our interests. But also we
earned other things and on that basis the evolution will proceed. What
we learned is that any evolutionary change in the regulation of the
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pharmaceutical industry will carry with it new legal questions that right
now are totally unanticipated.

~To begin with, | think all of us, both within the FDA and
within the industry, are beginning to agree that, while premarket
studies, both clinical and pre-clinical, tell us a great deal about the
safety and efficacy of drugs, we never truly know how safe or how
effective a drug is until it is in wide use in the population. Statistical
analyses of premarket mveshgatmns are important but never are
the whole answer. Because of this, | believe that we soon shall see a
very rapid development of Phase IV investigations or surveillance
procedures to evaluate—post-clearance—how safe and effective our drugs
really are. Legislation to this effect already has been drafted in both
houses of Congress. However, | do not think that the FDA will wait for
legislation. On the contrary, | think we soon shall see. probably on
a narrow-product basis at the beginning, the development of post-
market surveillance systems, including, in some cases, the concept of a
monitored release of drugs for marketing, perhaps along the line
of the British sgstem. That system permits the United Kingdom Com-
mittee on the Safety of Medicine to restrict the use of some post-
clearance drqu, designed for particularly severe diseases, to physicians
with the facilities to treat and to monitor patients with those diseases.

British System

Under the British system, a drug once cleared for marketiln%
nevertheless can be restricted to a monitored release system by whic
a clinician is permitted to use the drug only if he or she has the
facilities to use it safely and effectively and only if he or she agrees to
and does report to the relevant government agency his or her ex-
erience with the drug for a limited time period—usually one year.
his system is designed to permit the United Kingdom  Committee
to make a more informed decision about the safety (and presumably
efficacy) of a drug than was possible at the time it was initially
approved for marketing. While I have reservations about the wholesale
adoption of such a system, | have no doubt that something like it
will_become the rule rather than the exception here. Such a change
obkusl;r will have a direct impact on the pharmaceutical industry,
for it will surely slow down the initial introduction of new drugs and
also add to the cost of those drugs. Furthermore, monitoring such
Phase IV investigations will be complex and burdensome, especially to
the smaller manufacturers. 1t also will carry with it complex_legal
problems of informed patient consent and product liability responsibility.
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If, for example, a drug initially is limited to use only in certain
types of medical facilities, what is the legal duty of a company to
insure that no one uses the drug otherwise? Will all adve_rnsmgi and
labeling have to state that the drug is still under investigation? 1f so,
do we hecome guarantors of the drug to each patient who uses it?
Furthermore, will this Phase 1V system legally require us to follow
up on patients long after they have stopped taklnﬁ the drug? These are
just a few of the questions. In the long run. however, a Phase IV
system should be beneficial hoth to the industry and to the public.

Animal Testing

~ Secondly, in IookinP at this evolution, | think we shall see an
|mFrovement_ in types of studies, particularly pre conical studies, that
will be required by the FDA in the development of new prescription
drugs and in the justification for the continued marketing of the existing
drugs. Recently, at a conference on the question of drug development
and marketing. Dr. J. Richard Crout, Director of the Bureau of Drugs,
posed three questions, the first one of which was: “Flow much at-
tention should we pay to animal toxmtg, especially that which is un-
testable in man except by the test of the marketplace?”1 He pointed
out, as an example, that the scientific community does not have a universal
solution to the problem of a drug that is carcinogenic in animals and
yet may be of such health benefit to man. The question being asked more
and more is: “What is the true value of routine animal testing which,
on the one hand, delays any final resolution of the question of the drug’s
safety and efficacy while, on the other hand, Rrowdes little or no
scienfific data useful to the decision maker?” | think better judgments
are being made every day on the value of animal studies which, until
recently, routinely had been demanded by the FDA.

| do not mean to suggest that animal testing is going to be a
thing of the past—far from it. A lot of work will continue to be done
and some of it will be extraordinarily complex. But | do believe
that there has been significant recognition that a lot of the animal work
done over the past 15 years, while it has developed literally mountains
of paper, probably answered few of the questions posed. As this thinking
becomes settled, the time lag in developing new drugs may shorten.

Thirdly, I think there has been a great deal of improvement, in
the evolutionary process over the last 15 years, as to our understanding
of what constitutes a well-controlled clinical study. For many years,

Helms, Drug Development and Mar-
ketlmg, 197 H97g). d
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this was an area of often heated debate between industry and Agency
representatives. Lawsuits were even filed about such scientific ques-
tions. The industry, for several years, has worked with the FDA to
develop test protocols for classes of dru\%s that will provide a degree
of certainty to planning new products. Whether we like the answers
we got, we at least now have them and can plan our product develop-
ment accordingly. | do not think we lost all the battles.” Clinical studies,
while they are still difficult and time-consuming, are not nearly
the disaster to which we appeared to be heading in the mid-1960's.
Both sides learned a great deal over the years—.ce_rtaml]y we learned
that obstinacy is never an alternative to negotiation. The Supreme
Court told us that.

Proprietary Information

~These evolutionar%/ changes that | have noted would seem to
indicate that the sun has risen on a cloudless day and that all our
problems are solved. Far from it. The evolution contains some serious
problems for us as well. Perhaps the most serious to which we seem
to be evolving is the question of the proprietary value of inves-
tigational new drugs (INDs) and NDAs and the scientific material
contained in them. Since 1938, the pharmaceutical mdustrg has re-
arded as valuable proprietary information the scientific data submitted to
the FDA in SUf ort of NDAs. This became even more so with the
passage of the 1962 Act when data to support efficacy claims were also
required. Lately, however, over and over again in speeches and
comments, FDA officials and consumer groups charge that this is_im-
proper and that to regard such data as proprietary information stifles
Innovation and competition and unfairly denies, to the consumer and to
the medical profession, the right to evaluate the scientific basis by
which the Agency approves new drugs. At that same drug development
and marketing conference that | mentioned earlier. Dr. Crout posed
another question, one which he described as very |mFortant. He asked:
“To what extent are the data derived from a clinical trial to be
considered the proprietary propert%/ of a drug firm rather than a societal
asset?”2 He went on to argue that the drug industry cannot simul-
taneously jsaz that data submitted to the FDA are proprietary infor-
mation which cannot be viewed in Elubllc and also complain about
Agency decisions made in private. He further argued that keepln%
proprietary data out of the public view keeps the regulatory approva
process at the FDA out of the open environment in which scientific
decisions usually are made. Obviously, there is a present and strong

3 Ibid.
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concern that the ground rules, developed over the last 40 years,
which have %ranted valuable proprietary rights to the holders of NDAs
should be changed—changed in the direction of taking away those
rights. This concern is a direct outgrowth of the evolutionary process
of the last 15 years for, as a result of that process, NDAs are both
more expensive and valuable and the public is more aware of what
governmental regulation of drugs means to them.

| think that, in the continuing process of regulatin? evolution,
this is a very serious question that we are going to face. If we believe
that INDs and NDAs are a valuable proprietary right of the com-
Ban that files them, then we must make our position understood
y those in Congress who can change the rules, as well as those at the
FDA who may well attempt to change the rules without legislative
authority. If we are not successful in this effort, then, in the next few
years, we may see more piggyback NDAs riding on the primary
work of a company which has expended major sums of money in the
development of a new product. These piggyback NDAs, filed and
approved at a fraction of the cost of the original submission, will have
a clear impact on the profitability inherent in the introduction of
new drugs. This evolutionary approach to the re%u!atlon of prescription
drugs—the opening of NDAs and INDs to public (and comﬁetltor)
access—could have the greatest impact of all the changes which | see
on the horizon for prescription drugs.

New Legal Problems

_There are other changes bearing new legal problems, however,
which can be easily predicted if dyou read the Congressional testimony
of FDA officials and if you read the daily paper and trade press in
discussing the problems of other pharmaceutical companies. For instance,
while there may be some decrease in the pre-clinical studies required
for the development and justification of prescription drugs, | think
that we shall see a much closer surveillance of the manner in which
these tests are conducted. AVe shall see more and more FDA inves-
tigations of the qualltr and the reliability of these studies, either with
or without the help of new legislative authority from Congress. Such
increased surveillance of pre-clinical studies obviously will have a direct
impact on the rapidity with which new drugs are brought to the
market and, in fact, could well jeopardize the continued marketahility
of new products now holding approved NDAs.

~ Since probablr virtually every drug company uses outside labora-
tories for some of its testing, it is important to recognize some of
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the legal issues raised by the FDA’s increased surveillance of such
laboratories. The jurisdiction of the FDA s limited to the shipment
in interstate commerce of drugs. The law prohibits certain acts when
they are done either prior to, during or after a shipment in interstate
commerce. The most important prohibition, for our purposes, is the
one that prohibits the introduction, or delivery for introduction, into
interstate commerce of any drug in violation of the new drug statute.
A laboratory which is testing a drug, either in animals or inhumans,
generally receives the drug labeled “for mvestl%athnal use” as re-
quired by the regulation, and Shlﬁs it in that fashion. Thus, such
shipments literally comply with the statute. If the record keeping
for those studies 1s inadequate or if the FDA is of the opinion that
the studies somehow were done improperly or mco_rrec.tlr, what sec-
tion of the Federal Food, Drug and Cosmetic Act is violated and, in
any event, by what statutory authority can the FDA investigate the
matter? These questions are now unanswered. Concerning msgectlon
authority, the statute says, in regard to prescription drugs, that the
FDA can inspect any factory, warehouse or “consulting laboratory”
in which those products are held to inspect the records to determine
whether the drugs are adulterated or misbranded or otherwise pro-
hibited from shipment in interstate commerce. What is a “consulting
laboratory” and what act of mishranding or adulteration occurs when
a Iqboratorﬁ maintains inadequate records? It is difficult to find a
section of the law that fits the problem,

Contract Laboratories

A clinical or pre-clinical laboratory plainly does not stand on
the same legal footing as a company that files an IND incorporating
data from that laboratory. As representatives of manufacturing com-
panies, you should be aware of this, especially since many of your
contract laboratories, as FDA surveillance of their work “increases,
will be seeking guidance from you on the questions of the scope of
the Agency’s rights to inspect and of their legal responsibility to you
and to the FDA.

Another area of increased surveillance (and work which already
is under way) is the problem of bioequivalency and quality assurance
of generics versus trade name drugs. This has had a direct impact
on the government’s attempts to lower the price of drugs in the
Medicare and Medicaid programs. It will also have a direct impact
on the development of piggyback NDAs.

PAGE 528 FOOD DRUG COSMETIC LAW JOURNAL— SEPTEMBER, 1976



_Finally, according to the testimony of Dr. Crout, there also will
be increased attention to the practices of the pharmaceutical industry
in financing educational projects for the medical profession. Dr. Crout
has voiced his suspicion that such financial assistance by the pharma-
ceutical industry carries with it a built-in bias in favor of drugs and
that, accordingly, such practices should be evaluated carefully to
make sure that, under no circumstances, do they slide over into the
area of drug advertlsmﬁ. If they do, such practices will have to meet
the requirements of the prescription drug advertising requlations.
New requlations to cover this problem have been promised. This
type of increased surveillance should not have too great an impact
upon the industry but, if it is carried on with too heavy a bureau-
cratic hand, it could well cause a further deterioration in the neces-
sary relationship between the pharmaceutical industry and the medi-
cal profession, a deterioration which manifestly would not be to the
benefit of anyone, either the public or the industry.

Old Drug Monographs

_ | should like to close with one often-mentioned item of the evo-
lutionary process which is especially critical. This is the development
of old drug monographs forJ)rescrlptlon drugs. For several years,
FDA officials have announced that the Agency is working on the
development of a monograph system for prescription drugs along the
lines of the over-the-counter (OTC% drug monograph regulations.
These monographs would dictate what kjrescrlptlon drugs could be
sold and brought to the market without NDAs, what products would
require NDAs, and under what circumstances. The monographs also
would set forth, in a standard format, the claims and advertising that
could be done for prescription drugs and, in general, would standardize the
development, manufacture and marketing of prescription drugs.

This would clearly be a very long-range project and it has not
yet been proposed officially. Given the complexities of the issues and
our experience with the methodology in the OTC area as well as
the unique legal problems associated with NDAs, the process for going
through all the products now on the market and writing monographs
for each class of Froducts surely would be as long or longer than
that which has already taken place, and will be needed, for the
OTCs. Thus. | do not see this idea havmgI a final impact UFOH the
pharmaceutical industry for several years. 1 might observe also that
FDA officials speak less today than they have in the past about this
proposal. 1 do not know whether this means it has been shelved
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temporarily b% the press of other business or that a tacit decision
has been reached to drop the matter. At any rate, the prescription
drug monograph proposal is not something on the immediate scene
for the pharmaceutical industry. But when it does come to pass, its
impact will be far greater than all of the other changes put together

DePendmg on how the proposal is implemented (if it is), the
value of NDAS obtained to date could be impaired. | suspect it could
stifle the introduction of new products. In any event, even if those
contingencies were avoided, the monograph proposal would still be
a massive effort requiring many man-hours, both within the industry
and within the FDA, man-hours which perhaps could more profitably
be devoted to the mtroductlon and apFrovaI for introduction, of
%enumely new products. It is the sort of bureaucratic exercise t that
as the superficial apﬁearance of tidying things up, ofdputtmg in
requlatory order, all the various classes of prescription drugs. But
it may be a form of tidiness which we cannot afford. In any event, |
hope that before we launch too far into such an enterprise we, and
the FDA, will carefully assess the benefit-to-risk ratio for this proposal

[The End]
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New Regulatory Concepts
In Rx Laneling for Patients

By WILLIAM F. WEIGEL

Mr. Weigel Is a Member of the Law Firm of Rogers, Hoge & Hills.

RUGS—IN THEORY, AT LEAST—traditionally have been
D marketed by two different and distinct methods. Over-the-coun-

ter (OTC) drugs are offered directly to the consumer for use in self-
medication. The safety and effectiveness of such OTC drugs depend
entirely upon their labeling. The user is given full directions and
information as to the conditions for which the drug is offered, when
and how to use it, how much to take and warnings against overuse
and misuse. The choice to use or not to use the drug thus rests en-
tirely with the consumer. On the other hand, there exists for the
consumer a great deal of mystique about prescription drugs. The
ﬁatlent has no choice but to take what his physician prescribes for
im, often not knowing for what condition he is taking the drug or
even what the drug is. The pharmacist hands him a bottle with a
label that tells him little, other than how many doses a day he
?’hOUIdd take. As a rule, he is generally uninformed about his prescrip-
ion drugs.

~ The labeling of p(escrif)tion drugs—and the exemption for direc-
tions for use on the patient label—are based upon the assumption that
“Doctor knows best.” That assumption, however, has been the subject
of serious question in recent years. It makes sense that patients should
have the r!ght to more information about the prescription dru%s they
take, provided that such information will lead to improved therapy.
The problem then centers principally about how much information
should be given and how can it best be disseminated.

The idea of patient package inserts is not a novel one. For years,
many practitioners have voluntarily and routinely used written in-
struction sheets to supplement their oral instructions in order to in-

RX LABELING FOR PATIENTS PAGE 531



form their patients more fully about the nature of their illnesses and
the use of their medications, possible side effects, drufq interaction,
diet restrictions, etc. Of course, the best-known use of patient bro-
chures has been in connection with various types of contraceptives,
Patient brochures have been officially required to accompany oral
contraceptives since 1970. In 1973, patient information was required
for injectible contraceptives and for diethylstilbestrol (DES), when
used as a post-coital “morning after” emergency contraceptive. In-
trauterine devices, estrogens and hearing aids also have been identi-
fied as likely candidates for required patient information. Indeed, a
Food and Drug Administration (FDA) proposal for a hearing aid
brochure was published for comment in the Federal Register of April
21, 1976. 1t also should be noted that the FDA some time ago estab-
lished a Patient Prescription Drug Labeling Project which_has been
investigating the desirability of patient package inserts. The FDA
also has conducted a surveY of users of oral contraceptives to deter-
mine the effect and usefulness of the patient brochures for those
drugs, and it is now sponsoring a study in several West Coast clinics
which is testing experimental package inserts with patients of dif-
ferent educational levels. In appraising these results, we should bear
in mind that oral contraceptives are taken by well people on an en-
tirely voluntary basis and thus provide little help in evaluating the
present proposal.

Proposed Federal Legislation

So, while not new, patient package inserts have attracted much
recent attention as a result of a petition filed in March of 1975 with
the FDA requesting it to expand its written patient information re-
quirements beyond contraceptive dru?s and as a result of proposed
federal legislation introduced in both the Flouse and the Senate. The
bills (H. R. 11617. the Rogers Drug Safety Bill, and S. 2697. spon-
sored by Senator Kennedy% would require that patient package in-
serts accompany virtually every prescrlﬁtmn drug that is dispensed
or sold. The FDA petition was filed by the Center for Law and Social
Policy on behalf of a number of consumer groups (The Consumers
Union of the United States, Inc., Consumer Action for Improved
Food and Drugs, National Organization for Women, Women’s Equity
Action League, and Women’s Leﬂal Defense Fund). The petitioners
requested the Agency to require that written warning information be
included both on the labels and in patient package inserts to accom-
pany certain prescription drugs thought by the petitioners most likely
t0 cause adverse side effects or interactions with other drugs or for
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which verbal instructions might not be adequate. Such drugs, ac-
cording to the petitioners, include those that pose dangers to pre_?lnant
or breast-feeding women, drugs such as hypnotics and tranquilizers
that are used widely and can ﬁose serious dangers, and drugs such
as amphetamines and chlorampnenicol that the petitioners claim have
been overprescribed in the past and can have serious side effects.

Patient Warning System

In re.qu_estiné; that written information be provided to the users
of prescription drugs, the petitioners state: “Our patient warnllnﬁ
system for prescription medication has simply not keﬁt pace wit
new patterns of drug use. . ..” They further assert that the traditional
oral communication between the physician and the patient is no
longer sufficient by itself to protect the J)atlent from the potential
dangers of prescribed drugs. They contend that this has resulted, to
a large extent, from the modern-day fragmented, impersonal medical
care, the critical doctor shortage, patient apprehension and an in-
crease in long-term, multiple drug therapy situations. According to
the petition:

“If the d_%ct(?r fails tﬁ outline the precautions t .b? obse%ved with the Lse
of the prescri druH, the written w rﬂln(% woaﬂ Inform the patient oj Im-
orfant 3|§e efﬁects and JnteractloHs with other rugs. A_Ranen_who id not
Enderstan oral Instructions |9t unerstand wr ttée_n instructions after. he
as Ejgturne_d to his more comfortable orHe surrou? |ngs. Written directigns
would provide a reminder to the patient who might forg€t oral instructions.

The first thing we must ask ourselves is whether present law
authorizes the FDA to require patient package inserts on all or on
some prescription drugs. No one has 1uest|oned.th|s seriously, al-
though it was considered a rather radical concept in 1970 when Com-
missioner Edwards proposed such inserts for oral contraceptives.
The FDA based its authority on the vague concept of the “public
interest.” Obviously, the Agency may require that the information
be made available to the physician as part of the labeling. The
Aﬁency then concludes that the phi/]swla.n can only use the drug
sg ely and effectively by passing such written information along to
the patient.

Section 502(f) of the Act requires that the labeling of drugs in-
clude adequate directions for use and adequate directions against
misuse. Prescription drugs, however, are specifically exempted from
this requirement by Section 503%})(2). Thus, there would appear to
be serious question about the FDA’S authority to mandate patient
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package inserts for such drugs. The Agency, however, has not
acknowledged this possible legal deterrent.

Legal Authority

The FDA, assuming it had the legal authority to require patient
Eackage inserts, solicited comments on this consumer petition and
neld meetings with various professional, trade and consumer grouEs
interested in or affected by such a patient information program. The
House and Senate, for their parts, have been h(_)|dln([] hearings on
their resEectlve drug bills for some time now. With all this activity
in both the FDA and Congress, and in light of the far-reaching impli-
cations of a broad-scale patient information program, it is not sur-
prising that there has been considerable discussion and disagreement
among the several interested groups. Despite the variety of opinions,
however, there appears to be a consensus that the implementation of
a patient brochure program presents a number of problems. Among
these, are the following problems.

Number of Problems

(1) Should the Patient package inserts be mandated for every
prescription drug or for ing a few? If only for some drugs, what
should the selection criteria be?

ﬁZfR_W_hat kind of information should the brochure contain?
Should it include an extensive description of all of the possible side
effects, adverse reactions, drug interactions, indications, contraindi-
cations, dosage information, efc., such as that now supplied in the
usual physician package insert?

~(3) Hozv should information on sometimes hlghli/ technical sub-
jects be communicated to a patient population characterized by vary-
Ing levels of education and increasing illiteracy and which includes
an increasing number of non-English speaking ‘individuals?

. 34) Who should be resEonsibIe.fqr the distribution of this ma-
terial: the manufacturer; the physician; the pharmacist; or some
combination of them? And should the distribution be mandatory or
discretionary ?

(5) Will the requirement that patient information be given ex-
pose thswlanﬁ to greater malpractice liability or pharmacists to
greater legal liability, if they fail tovalve the brochure, or give the
wrong or an out-of-date brochure? Would a patient brochure pro-
anam increase the already expanded product liability exposure of
the drug manufacturer?
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(6) How would patient brochures be efficiently updated to ac-
commodate new information about the drug? Would something like
the “Dear Doctor” letters be feasible?

(N How_willveatient packaﬁe inserts affect the patient’s drug-
takln% behavior? Will the brochure information cause the patient
to adhere more strictly to the prescribed treatment program, or will
the information intimidate the patient and lead to even greater “drug
defaulting”?

These are all practical problems, but they must be answered
before the industry can espouse or reject this new requirement. The
FDA, for the most part, in its testimony on the Rogers Bill, seems
to minimize these factors in its enthusiastic support of the basic concept.

~ The advocates of patient packa?e inserts justify the proposal,
pointing out many supposed potential advantages, which include the
following listing.

Potential Advantages

(1) Increased patient knozvledge of, and ability to cope with, side
effects and to detect and report adverse reactions.—This, of course, Is the
most often-cited function and potential advantage of patient package
inserts. By Prowdmg written information concerning the drug’s pos-
sible side effects and adverse reactions, it is hoped that the patient
will : (a) be better able to tolerate the customarY and uncomfortable
but harmless side effects; and (b) be better able to detect possible
dangerous adverse reactions and be aware of the need to contact the
ph?/smlar], if symptoms of those_reactions develop. However, if full
Information is given, as appears in the Eresent ackage inserts, many
patients may be too apprehensive to take the drug.

(2) Improved patient compliance with the full course of theraPy:—
Written patient information in addition to the physician’s oral in-
structions also could increase the patient’s awareness of the benefits
of taking the drug according to the prescribed regimen, even if some
unpleasant side effects occur and even if the disease symptoms are
alleviated. Increased compliance with the full course "of the drug
therap¥, of course, would increase the cure rate and decrease the
rate of disease re-occurrence. On the other hand, full information
may tend to decrease compliance in many patients.
(3)_Increased patient knozvledge of the correct administration of the
drug.—The patient would be more likely to take the drug properly
if he were provided with written information explaining exactly how
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and when to take the drug, for example, “with meals,” “before re-
tiring,” or “every four hours, but no more than three a day.” Present,
but often vague, label information to “take as directed” sometimes
often is of little or no help to the confused or forgetful patient. The
concept seems to have merit in this respect.

(4) Improved patient knowledge and awareness of drug, food or
alcohol” interactions—Another i)urported advantage of patient bro-
chures is their usefulness in alerting the patient to dangerous drug
interactions in the case of multiple drug therapy. If the patient is
taking several drugs simultaneously, of which some the prescribing
physician might not be aware, the patient package insert could in-
form the patient of the need to avoid certain dangerous drug-to-drug
interactions, including interaction with OTC drugs. The brochures
could help accomplish this by identifying the drug by its generic
and brand name, and by physically |cjent|fy|ng it by its color or
the shape of the tablet. Such identification could also help minimize
the chances of patient mix-up of prescription drugs, in addition to
facilitating the avoidance of drug interactions. Patient package in-
serts also could call attention to the fact that the |n%est|on_qf certain
foods might inhibit or ma%nlfy the drug’s effects. In addition, they
could more fully inform the patient about the dangers of alcohol
ingestion while on certain medication. If presented simply and under-
standably, this could be a real advantage.

(5) Improved patient knozvledgc of warnings.—Additionally, writ-
ten patient information could increase the patient's recognition of
drug warnings, for example, that it is dangerous to take certain
drugs while operating machinery, driving a car, etc. Also, it could
advise ﬁatlents of those side effects that should be of no concern and
those that should occasion a cessation of the drug therapy or should
be called immediately to the physician’s attention.

Possible Disadvantages

Although these advantages sound impressive, a number of groups
have pointed out various possible disadvantages of patient package
inserts. These disadvantages might include the following.

(1) Patient alarm, confusion and misunderstanding.—Perhaps
prmmFaI potential disadvantage of patient brochures is that the list-
Ing of the particular drug’s various side effects, adverse reactions
and warnings, if not placed in the proper perspective, could unduly
frighten the patient, perhaps to the point of causing him to reject
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the needed drug therapy or to develop the mentioned side effects on
a psychosomatic basis. As Dr. James H. Sammons, Executive Vice
President of the Americal Medical Association stated: “I think the
real danger is that fright engendered by the insert may possibly out-
weigh the potential good.” With a pQPl_Ha'[IOH of varying degrees of
education and literacy, it could be difficult—perhaps impossible—to
Bresent in understandable lay language a discussion of the drug’s
enefits and risks, without giving a distorted view and without
causing confusion. A little knowledge, in other words, may be a
dangerous thing.

(2) Patient self-medication.—The converse of that situation would
be the possibility that the information garnered from patient brochures
might encourage some patients to “prescribe” unused drugs for them-
selves or others and so bypass a physician’s treatment. Many patients
now transfer their unused prescription drugs to third persons who
do not receive any qualified information regarding such drugs. If
instead of mitigating the deleterious effects of such self-medication,
patient package inserts were to result in even more such activity,
their purpose would be defeated.

(3) Interference with existing professional relationships.—Another
potential disadvantage of patient brochures is that they could ad-
versely impose upon the physician-patient relationship. This would
be particularly true if such brochures are designed to be standardized
or mandatory or if distribution is to be by someone other than the
phdysmlan. Such a system would bypass the physician’s right to de-
cide what is best for the patient. And, the patient might suffer if
discretionary distributive authority is not lodged in the physician,
espemallg in those instances where it is inappropriate to dispense the
patient Drochure either because of the peculiarities of the patient
or his condition.

(4) Increased dr_uq cost and delay in new drug approvals (NDAsI.
—Two other potential disadvantagés of patient brochures are: (a)
increased drug cost; and &b) a prolonged NDA process. The cost of
development and distribution of patient brochures—ultimately re-
flected in an increase in the price of prescription drugs—and the
Frobablllt that patient brochures, _accompan¥_|ng a dru?, would pro-
ong the NDA process, are potentially significant disadvantages.

~As indicated, the consumer petition and the Congressional hear-
ings have given a number of organizations with diverse interests an
opportunity to make known their thinking on patient package inserts.
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To the best of my knowledge, no one has flatly opposed the concept,
although all of them have substantial reservations and, to a large
extent, believe that the idea is somewhat premature. Concerns revolve
about possible product liability, interference with the physician-
patient relationship, identity of the distributor, drugs to be covered,
etc. Among the important suggested inclusions would be the fol-
lowing concens.

Suggested Inclusions

(1) Scope and detail —It would seem to be impractical and in-
appropriate to require that each insert include information on all
possible side efifects, adverse reactions, indications, dosage instruc-
tions, etc., as now appears in the usual physician package inserts. It
has been suggested that the information be limited to :

(a) the generic and brand name of the drug;
(b) aphysical identification of the drug to avoid mix-up ;

%‘) a statement of the benefits to be achieved from the drug
and the reason why it has been prescribed ;

(d) possible side effects and adverse reactions, designating
which are trivial and which should occasion the patient’s con-
tacting his physician ;

(e) possible interactions from drugs, foods or alcohol ;

(f) instructions as to when and how to take the drug ;

(g) storage directions ; and

(h) precautionary information (for example, operation of
automobiles and machinery).

~(2) Format and style—There is a real question whether mean-
ingful information can be given in a manner that would be under-
standable to the average American citizen, particularly those of
limited education and language fluency. It has been suggested that
the brochures could appear in more than onellan?uage but would
have to be directed to a relatlveI%/ low educational level. The bro-
chures that are being tested by the FDA on the West Coast have
achieved simplicity, but, in doing so, have been unable to relate much
worthwhile information.

~ (3) Distribution.—This has created a substantial difference of
opinion among the interested groups. There are those who believe
that the pharmacist should be resPonsmIe and others who feel strong-
ly that only the physician should take on this responsibility. The
latter would seem to he preferable, since most groups are of the
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opinion that the physician should have the right to make or with-
hold distribution, depending upon his appraisal of the individual
patient. Although the manufacturer will probably have to prepare
the brochures, it is hardly in a position to control the distribution.

(4) The drugs to he covered—Unless patient product inserts are
required for all drugs, as has been proposed in the pendlnﬂ Ieglsla-
tion, a real problem exists concerning the selection of the drugs
to be covered. A number of criteria have been proposed and the con-
sensus seems to be that priority should be given to :

(a) those drugs with serious side effects;

)
bg those de(LS subject to patient control and participation
enefit-to-risk decision;

0)

d)

|
in the
(c) those drugs for chronic use; and
(d) those drugs which are prescribed most frequently.

In light of the numerous and complex problems involved in this
proposal, it would seem best to proceed slowly. This is not to say that
there is no need to improve the methods of communicating to the
Patlent important information about the drugs he takes. We must
irst determine, however, how much and what kind of information
the patient needs and whether patient brochures are the best method
of g_et.tmg it to him. | believe the American Society of Internal
Medicine has put it well. [t recommends that patient insert informa-
tion be included in a class of drugs only when it has proven in clinical
trials that it “increases patient compliance, decreases the incidence
of side effects, decreases the incidence of drug interactions or else
results in improved patient health.”

Inconclusion, although patient brochures are not a new idea
nor an idea which should be summarily dismissed, they would ap-
pear to me to be an idea whose time is yet to come. [The End]

O
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