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IN THE MATTER OF
BRISTOL-MYERS COMPANY, ET AL.

FINAL ORDER, OPINION, ETC., IN REGARD TO ALLEGED VIOLATION OF
SECS. 5 AND 12 OF THE FEDERAL TRADE COMMISSION ACT

Docket 8917. Complaint, Feb. 23, 1973—Final Order, July 5, 1983

This order requires a New York City manufacturer of nonprescription drug products,
among other things, to cease advertising that “Bufferin,” “Excedrin,” “Excedrin
PM” or any other nonprescription internal analgesic has been proven to be safer
and more effective than other pain relieving products, unless such claim has been
substantiated by two well-controlled clinical tests. The manufacturer must have
a reasonable basis to support claims of freedom from side effects, or any claim
which represents that its pain relievers are therapeutically superior to others. The
order prohibits respondents from advertising that its products contain any unusual
or special ingredient, when in fact such ingredient is commonly used in similar
products; or from making any claim which misrepresents the identity of a
product’s analgesic ingredient. The manufacturer and the Ted Bates ad agency are
further barred from claiming that doctors recommend Bufferin more often than
any other pain reliever, or from otherwise falsely claiming any endorsement or
recommendation for their products. )

Appearances

For the Commission: W. Benjamin Fisherow, Ira Nerken, Leslie R.
Fax, Randell Ogg, James H. Skiles, Melvin Orlans and Teresa Hen-

nessy.

For the respondents: Gilbert H. Weil, Gerald Guttman, Bruce R.
Hafner and Lydia C. Russo, Weil, Guttman & Dauvis, New York City,
for respondent Bristol-Myers Company. Gerald J. Brown and Donald
Mulvihill, Cahill, Gordon, Sonnett, Reindel & Ohl, Washington, D.C.
and Elhanan C. Stone, in-house counsel, for respondent Ted Bates and
Company. Sidney S. Rosdeitcher and Ronald W. Meister, Paul, Weiss,
Rifkind, Wharton & Garrison, Washington, D.C., for respondent
Young & Rubicam, Inc.

COMPLAINT

Pursuant to the provisions of the Federal Trade Commission Act,
and by virtue of the authority vested in it by said Act, the Federal
Trade Commission, having reason to believe that Bristol-Myers Com-
pany, a corporation, and Ted Bates & Company, Inc., a corporation,
and Young & Rubicam, Inc., a corporation, hereinafter referred to as
respondents, have violated the provisions of said Act, and it appearing
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to the Commission that a proceeding by it in respect thereof would be
in the public interest, hereby issues its complaint stating its charges
in that respect as follows:

ParacrarH 1. For purposes of this complaint, the following defini-
tions shall apply:

1. Commerce means commerce as defined in the Federal Trade
Commission Act.

2. False advertisement means false advertisement as defined in the
Federal Trade Commission Act.

PAr. 2. Respondent Bristol-Myers Co., is a corporation organized,
existing and doing business under and by virtue of the laws of the
State of Delaware, with its office and principal place of business locat-
ed at 345 Park Avenue, New York, New York.

Respondent Ted Bates & Co., Inc., is a corporation organized, exist-
ing and doing business under and by virtue of the laws of the State
of New York, with its principal office and place of business located at
1515 Broadway, New York, New York. [2]

Respondent Young & Rubicam, Inc., is a corporation organized,
existing and doing business under and by virtue of the laws of the
State of New York, with its principal office and place of business
located at 285 Madison Avenue, New York, New York.

PAR. 3. Respondent Bristol-Myers Co., is now and for some time last
past has been engaged in the manufacturing, advertising, offering for
sale, sale and distribution of certain non-prescription internal
analgesic preparations which come within the classification of
“drug”, as said term is defined in the Federal Trade Commission Act.

The designation used by respondent for said preparations, the ac-
tive ingredients thereof, and directions for use are as follows:

1. Designation: Bufferin
Active Ingredients:

Acetylsalicylic Acid
Aluminum Dihydroxyaminoacetate
Magnesium Carbonate '

Directions for Use:

DOSAGE: 1-2 tablets, 1-6 times daily as
needed. For children 5-12, one-half dose.

2. Designation: Excedrin
Active Ingredients:
Acetylsalicylic Acid
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Salicylamide
Acetaminophen
Caffeine

Directions for Use:

Adults, two tablets with water. Repeat if
necessary every four hours or follow
directions of your physician. Dosage should
not exceed 8 tablets per day. For children
(6-12) use half the adult dosage.

Designation: Excedrin PM
Active Ingredients:

Acetylsalicylic Acid
Salicylamide
Acetaminophen _
Methapyrilene Fumarate [3]

Directions for Use:

For best results take 2 tablets at bedtime to help
relieve pain and aid sleep. May be repeated once,
after 4 hours. For children (6-12) use half the
adult dosage.

Respondent Ted Bates & Co., Inc., is now, and for some time last
past has been, an advertising agency of Bristol-Myers Co., and now
and for some time last past, has prepared and placed for publication
. and has caused the dissemination of advertising material, including
but not limited to the advertising referred to herein, to promote the
sale of Bufferin.

Respondent Young & Rubicam, Inc., is now, and for some time last
past has been, an advertising agency of Bristol-Myers Co., and now
and for some time last past, has prepared and placed for publication
and has caused the dissemination of advertising referred to herein, to
promote the sale of Excedrin and Excedrin PM.

PAR. 4. In the course and conduct of its aforesaid business respond-
ent Bristol-Myers Co. causes the said drugs, when sold, to be trans-
ported from its places of business located in various States of the
United States to purchasers thereof located in various other States of
the United States and in the District of Columbia. Respondent Bristol-
Myers Co. maintains, and at all times mentioned herein has main-
tained, a substantial course of trade in said product in commerce. The
volume of business in such commerce has been and is substantial.

Pag. 5. In the course and conduct of their said businesses, respond-
ents Bristol-Myers Co., Ted Bates & Co., and Young & Rubicam, Inc.,
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have disseminated, and caused the dissemination of, certain adver-
tisements concerning the said drugs by the United States mail and by
various means in commerce, including but not limited to, advertise-
ments inserted in magazines and newspapers, and by means of televi-
sion and radio broadcasts transmitted by television and radio stations
located in various States of the United States, and in the District of
Columbia, having sufficient power to carry such broadcasts across
state lines, for the purpose of inducing and which were likely to
induce, directly or indirectly, the purchase of said drugs, and have
disseminated, and caused the dissemination of, advertisements con-
cerning said drugs by various means, including but not limited to the
aforesaid media, for the purpose of inducing and which were likely to
induce, directly or indirectly, the purchase of'said drugs in commerce.

Pag. 6. Typical of the statements and representations in said adver-
tisements, disseminated as aforesaid, but not all inclusive thereof, are
the following: [4]

A. By respondents Bristol-Myers and Ted Bates, for Bufferin:

1) The television commercial entitled “Solarization” opens with a
surrealistic depiction of two women’s bodies. One woman’s stomach
contains a tablet marked “A”, and the other’s, a tablet marked “B”.
In the illustration, the tablet market “B” disintegrates more quickly
than the other, and the disintegrated particles move more quickly to
the head.

ANNOUNCER: What happens inside your system to plain aspirin and Bufferin? This
illustrates most of Bufferin—with its extra speed is already going to your headache,
when most of plain aspirin is still in your stomach. So with Bufferin, there’s less to
upset your stomach, when there’s more pain reliever going to your headache. Bufferin
—Faster to your headache. Better for your stomach.

2) The television commercial entitled “Camping” shows a family at
a rustic camp site. The father does not appear to feel well as his
children ask him to fix something and to take them into the canoe.
A Bufferin bottle is shown, and the commercial then depicts a wrist
watch cut in half to illustrate the statement that Bufferin goes to
work in half the time. After taking Bufferin, the father again is shown
with his children, returning from a fishing trip in the canoe. Instead
of appearing to have a headache, he is happy and smiling.

GIRL: Daddy, breakfast’s ready.

BOY: Hey, Dad, will you fix this for me? It got all tangled up..

GIRL: Daddy, when are you going to take me out in the canoe?

ANNOUNCER: What a time for a headache. You could take aspirin. But Bufferin goes
to work in half the time. Half the time. Why? Because in the first critical minutes,
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Bufferin speeds its pain reliever to your headache twice as fast as simple aspirin. So
Bufferin goes to work in half the time. Half the time—that’s Bufferin’s time.

3) The television commercial entitled “Changing Face-Revised”
opens showing a woman’s face. At first, she is shown in the film
negative and appears to have a painful headache. Gradually, the
negative portions of the film disappear, and the woman begins to
smile, her headache obviously gone. [5]

ANNOUNCER: Headache, every second can be a painful throb. Bufferin can change
that fast, Bufferin goes to work fastest of the three leading headache tablets. Its pain
reliever starts to your headache in just sixty seconds. Minutes later, relief without the
stomach upset plain aspirin can cause. Of all leading brands you can buy, doctors
specify Bufferin most. Faster, gentler, Bufferin.

4) The television commercial entitled “Arthritis/Applause” opens
showing a grandmother with her grandchild at a concert. At the end
of one musical piece, they begin clapping. However, the grandmother
obviously finds clapping to be very painful because of arthritis in her
hands. She takes two Bufferin tablets, and then is shown clapping
with apparently no discomfort or pain.

GIRL: Didn’t you like it, Grandma?

ARTHRITIC: I loved it, dear.

ANNOUNCER: Arthritis can do this. Its minor pain and stiffness can take a lot of
enthusiasm out of hands, fingers. Take Bufferin. Doctors specify Bufferin for minor
pain more than any leading brand of pain reliever you can buy. Tests published in
~ medical journals show that in the first critical minutes, Bufferin delivers twice as much
pain reliever as simple aspirin. Twice as much. Bufferin brings fast relief. Hours of
relief from arthritis’ minor pain and stiffness, so arthritic hands and fingers regain
flexibility. And Bufferin can prevent the stomach upset aspirin often causes arthritic
sufferers. For relief of arthritis’ minor pain and stiffness, rely on Bufferin.

5) The television commercial entitled “College Professor” opens in
a book-lined office, as a college professor is having a confrontation
with a student militant. The student makes demands and the profes-
sor arranges a meeting for later in the day. The professor, who ap-
pears upset and emotionally involved in the situation, then takes two
Bufferin tablets. He appears to become more relaxed.

STUDENT: Why don’t you listen to us? This college has got to change.
PROFESSOR: Agreed.

STUDENT: But not your way.

PROFESSOR: All right. I've read it, Greg. Now can we keep our cool and all get
together here at six?

STUDENT: Okay.

ANNOUNCER: Often, people who are sensitive to others can be more sensitive to
headache pain. Bufferin is for these people. It’s strong medicine that treats you gently.
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Plain aspirin’s fine, but Bufferin goes to work much faster, yet is gentler to your
stomach. Because tough problems are tougher on sensitive people, we believe the strong
medicine you need should treat you gently. Faster, gentler Bufferin. Strong medicine
for sensitive people. [6]

6) The television commercial entitled “New Housing” opens with a
government relocation official preparing to inform an elderly couple
that their apartment building has been condemned and that they
must move. He appears to be emotionally upset at the prospect of
informing the tenants. In anticipation, he takes two Bufferin tablets.
He then appears calmer and is shown smiling and telhng the aged
couple about their new home.

ANNOUNCER: What you have to tell them isn’t easy. Not for you. Often, people who
are sensitive to others, can be more sensitive to headache pain. They want all the help
they can get as quickly as possible. Bufferin is for these people. It’s better than plain
aspirin because most of Bufferin has already started working at your headache when
most of aspirin is still in your stomach.

MAN: That’s the way it is. So you’ll have to be out by Thursday.

OLD MAN: You know, our kids were born right here.

MAN: Wait’ll they see your new place.

"ANNOUNCER: Bufferin. For sensitive people. It’s much better than plain aspirin.

7) The television commercial entitled “Father/Son” shows a father,
mother and teenage son standing in a wooded area. The father shoots
a rifle at a target and then offers the rifle to his son. The son states
that he does not want it and walks away. The father appears angry
and abruptly turns and fires the rifle. The mother tries to calm him
- by stating that the son does not believe he can shoot as well as the
father. The scene then shifts inside the house where the son is shown
looking out the window at his father, while the mother takes two
Bufferin tablets. She then appears more calm and is shown moving
towards her son, obviously attempting to console him. ‘

FATHER: Go ahead, Son. Try it.

SON: I don’t want to, Dad.

FATHER: I bought it for you. It’s expensive. Now look.

MOTHER: You're such a good shot. He’ll just feel inferior.

ANNOUNCER: Often, people who are sensitive to others can be more sensitive to
headache pain. Bufferin is for these people. It’s strong medicine that treats you gently.
Plain aspirin’s fine, but Bufferin goes to work much faster—yet is actually gentler to
your stomach. We believe the strong medicine you need should treat you gently. Faster,
gentler Bufferin. Strong medicine for sensitive people.

B. By respondents Bristol-Myers and Young & Rubicam, for Exce-
drin:

1) The television commercial “First Baby” shows a man sleeping in
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bed. His pregnant wife wakes him and informs him that she is about
to have the baby. He appears very nervous and [7] excited and has
trouble finding his clothes and shoes. Finally, half dressed, he rushes
out what he believes to be the front door, but which is really a closet,
leaving his wife still in the house. The commercial then depicts the
chemical formulae, but not the names, of Excedrin’s four ingredients.
One ingredient is described as giving “quick relief”, one as giving
“long lasting” relief, one as a tension reliever, and one as an anti-
depressant.

ANNOUNCER: Excedrin headache Number 27. The first baby.

WOMAN: Honey, wake up.

MAN: I'm awake.

WOMAN: Let’s go to the hospital.

MAN: You’re going—

WOMAN: I'm ready.

MAN: You're going to have the baby?

WOMAN: Right away.

MAN: Are you? You’re okay?

WOMAN: Everything’s fine.

MAN: I just need my pants.

WOMAN: I have them.

MAN: I got my pants, honey.

WOMAN: Better put some shoes on, honey.

MAN: There they are. Oh, I've got the worst headache I've ever had. I got an Excedrin
headache. .

WOMAN: Oh, sweetheart, just a minute, I'll get you some Excedrin.

MAN: Would you, honey?

WOMAN: Here we are. And a little water.

MAN: And a little water.

WOMAN: That a boy. Easy.

MAN: OK now. Can’t waste anymore time. Gotta go. I'll see you later, honey.
ANNOUNCER: The modern Excedrin formula gives you quick relief, long lasting
relief; a tension reliever to relax you, an anti-depressant to help restore your spirits.
Four ingredients, not just two. That’s Excedrin. The Extra-Strength pain reliever.

2) The television commercial “Garner/Voodre/Arico” shows two
women and a man describing how Excedrin helps them cope with
everyday tense problems, such as fighting traffic and monetary trou-
ble.

ANNOUNCER: These are Excedrin Headaches. Listen.

MRS. GARNER: You know, you have to drive back and forth fighting the freeway
traffic and everything.

MR. VOODRE: Like I said, we’ve been having money problems.

MRS. ARICO: Being a mommy. (laughs)

ANNOUNCER: For Excedrin Headaches you want the Excedrin formula, with four
ingredients, to relieve pain and its tension. [8]

MRS. GARNER: Well it’s fast. Your headache doesn’t come back.
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MR. VOODRE: When you take two Excedrin you’re able to cope with your problems
a lot better.

MRS. ARICO: My biggest reason for buying it and using it is because it works for me.
MRS. GARNER: Well, it’s extra strength. It does the job. '
ANNOUNCER: Four ingredients. Not just one or two. That’s Excedrin. The Extra-
Strength pain reliever.

3) The television commercial “Miss Teresa Parkening” shows a
young woman explaining how Excedrin relieved her headache quick-

ly.

ANNOUNCER: What is an Excedrin headache? Listen.’

TESTIMONY: Last night, as a matter of fact, I was at a recording session and they had,
“oh, so many strings and a Moog synthesizer and tympani players and gongs, and it was
so loud, and I walked in there with a headache. So I took two Excedrin during one of
_ the breaks, ten minute breaks, and it was gone. The sound was still loud but it went
away.
ANNOUNCER: Excedrin works fast. It has a special ingredient for quick relief.
TESTIMONY: Something that works ZAP! It’s really good.
ANNOUNCER: There are all kinds of Excedrin headaches, but there’s only one Exce-
drin. The Extra-Strength pain reliever.

4) The television commercial “Snowdrift” shows snow blowing
across a field. The audio describes how Excedrin is more effective for
the relief of colds than other cold remedies.

ANNOUNCER: It’s common about this time every year. And everyone seems to catch
it. It’s the common cold. But this year, you don’t have to settle for common relief of its
aches and pains. You can take Excedrin. It has more pain relievers, more fever reduc-
ers, more total strength than the common aspirin tablet. For the pains of the common -
cold, take Excedrin for uncommon pain relief.

5) The television commercial ““Atlantic City” shows the actor David
Janssen standing on a balcony overlooking Atlantic City, New Jersey.
He describes a hospital study comparing Excedrin and aspirin.

DAVID JANSSEN: This is David Janssen. A hospital study has shown there may be
something even more effective than aspirin for pain relief. At a medical convention
held right here in Atlantic City, doctors heard the results of a new clinical study about
how pain relievers perform among hospitalized patients. A study on pain, different,
more [9] prolonged than headache pain. In this study it took more than twice as many
aspirin tablets to give the same pain relief as two Excedrin. More than twice as many
aspirin to be as effective as Excedtin. Not three aspirin, not even four aspirin. But more
than double the recommended dosage of aspirin to give the same pain relief as two
Excedrin. Yes, there may be something even more effective than aspirin. That’s what
this study among hospitalized patients showed. Two Excedrin were more effective for
the relief of pain than twice as many aspirin. Isn’t it time you tried Excedrin?
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C. By respondents Bristol-Myers and Young & Rubicam, for Exce-
drin PM: . ’

1) The television commercial “Difference” opens with the actor
David Janssen.

DAVID JANSSEN: This is David Janssen. I'm not here to tell you about Excedrin. I'm
here to tell you about Excedrin PM. They are different. Excedrin PM is the extra-
strength nighttime pain reliever. Its special formula contains three pain relievers plus
a mild sleeping aid. So it gives you extra-strength for relief from nighttime pain, and
extra help to sleep. Two very good reasons to try Excedrin PM. The nighttime pain
reliever.

2) The television commercial “Day into Night” opens on a scene
showing several houses during the day. Gradually, night falls, and the
lights in the houses go out one by one. Finally, one light is left, and
it too ultimately is turned off.

ANNOUNCER: Daytime pain and nighttime pain can be different as day and night.
Because at night, when it’s quiet, even a tiny pain can hurt a lot. You could take a
simple pain reliever. But it doesn’t have anything extra to help you sleep. Excedrin PM
does. It combines pain’ relievers with an additional ingredient to gently help you to
sleep. Excedrin PM. The nighttime pain reliever.

3) The television commercial entitled “Sleeping Man” showé a mid-
dle-aged man sleeping peacefully.

ANNOUNCER: A short while ago, John Martin was too tense and achy to sleep.
Nothing serious enough for a strong sleeping tablet. So he took Excedrin PM, a new
nighttime formula from the makers of Excedrin. It combines pain relief with a special
nighttime ingredient, that gently helps you sleep. Excedrin PM is a new idea. Excedrin
PM. The nighttime pain reliever.

PAR. 7. Through the use of these advertisements, and others similar
thereto not specifically set out herein, it was represented directly or
by implication, [10]

A. By respondents Bristol-Myers and Ted Bates, that it has been
established that:

1) Bufferin relieves pain faster than aspirin relieves pain;

2) Bufferin relieves pain twice as fast as aspirin relieves pain;

3) A recommended dose of Bufferin relieves twice as much pain as
a recommended dose of aspirin will relieve;

4) Bufferin will not upset a person’s stomach; and

5) Bufferin will upset a person’s stomach less frequently than aspi-
rin.
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B. By respondents Bristol-Myers and Young & Rubicam, that it has
been established that:

1) A recommended dose of Excedrin relieves more pain than a
recommended dose of aspirin or any other non-prescription internal
analgesic will relieve; '

2) A recommended dose of Excedrin relieves twice as much pain as
a recommended dose of aspirin will relieve;

3) Excedrin relieves pain for a longer period of time than a recom-
mended dose of aspirin or any other non-prescription internal
analgesic;

4) Excedrin relieves pain faster than aspirin or any other non-
prescription internal analgesic relieves pain;

5) Excedrin reduces fever more effectively than aspirin;

6) Excedrin is a more effective pain reliever than asplrln or any
other non-prescription internal analgesic;

7) Excedrin is a more effective pain reliever than aspirin or any
other non-prescription internal analgesic because it contains four
active ingredients;

8) A recommended dose of Excedrin PM will relieve more pain than
a recommended dose of aspirin;

9) A recommended dose of Excedrin PM is more effective for the
relief of pain which occurs during the night than a recommended dose
of aspirin or any other non-prescription internal analgesic; and

10) Excedrin PM is a more effective pain reliever than aspirin
because it contains three analgesic ingredients. [11]

Par. 8. In truth and in fact, none of said representations has been
established, for reasons including, but not limited to, the existence of
a substantial question, recognized by experts qualified by scientific
training and experience to evaluate the safety and efficacy of such
drugs, as to the validity of all such representations.

Pagr. 9. Furthermore, through the use of these advertisements, and
others similar thereto not specifically set out herein, it was represent-
ed directly or by implication,

A. By respondents Bristol-Myers and Ted Bates, that:

1) Bufferin relieves pain faster than aspirin relieves pain;

2) Bufferin relieves pain twice as fast as aspirin relieves pain;

3) A recommended dose of Bufferin relieves twice as much pain as
a recommended dose of aspirin will relieve;

4) Bufferin will not upset a person’s stomach; and

5) Bufferin will upset a person’s stomach less frequently than aspi-
rin;

B. By respondents Bristol-Myers and Young & Rubicam, that:
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1) A recommended dose of Excedrin relieves more pain than a
recommended dose of aspirin or any other non-prescription internal
analgesic will relieve;

2) A recommended dose of Excedrin relieves twice as much pain as
a recommended dose of aspirin will relieve;

3) Excedrin relieves pain for a longer period of time than a recom-
mended dose of aspirin or any other. non-prescription internal
analgesic;

4) Excedrin relieves pain faster than aspirin or any other non-
prescription internal analgesic relieves pain;

5) Excedrin reduces fever more effectively than aspirin;

6) Excedrin is a more effective pain reliever than aspirin or any
other non-prescription internal analgesic;

7) Excedrin is a more effective pain reliever than aspirin or any
other non-prescription internal analgesic because it contains four
active ingredients;

8) A recommended dose of Excedrin PM will relieve more pain than
a recommended dose of aspirin; [12]

9) A recommended dose of Excedrin PM is more effective for the
relief of pain which occurs during the night than a recommended dose
of aspirin or any other non-prescription analgesic; and

10) Excedrin PM is a more effective pain reliever than aspirin
because it contains three analgesic ingredients. ' ‘

PaRr. 10. There existed, at the time of said representations, a sub-
stantial question, recognized by experts qualified by scientific train-
ing and experience to evaluate the safety and efficacy of such drugs,
as to the validity of such representations.

PaARr. 11. Furthermore, respondents made said representations with-
out disclosing the existence of such a substantial question as to the
validity of each representation. In light of the representations made,
the existence of such a substantial question is a material fact, which,
if known to consumers, would be likely to affect their consideration
of whether or not to purchase such products. Thus, respondents have
failed to disclose material facts.

Par. 12. Through the use of the aforesaid advertisements, and
others similar thereto not specifically set out herein, it was represent-
ed directly or by implication:

A. By respondents Bristol-Myers and Ted Bates, that Bufferin re-
lieves nervous tension, anxiety and irritability and will enable per-
sons to cope with the ordinary stresses of everyday life,

B. By respondents Bristol-Myers and Young & Rubicam, that Exce-
drin and Excedrin PM relieve nervous tension, anxiety and irritabili-
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ty and will enable persons to cope with the ordinary stresses of every-
day life, and _

C. By respondents Bristol-Myers and Young & Rubicam, that Exce-
drin PM is an effective mild sedative.

PaR. 13. There existed, at the time of said representations, no rea-
sonable basis for making the above representations, in that respond-
ents had no competent and reliable scientific evidence to support such
representations. [13]

Par. 14. Furthermore, in advertising for Bufferin and Excedrin,
respondents Bristol-Myers, Ted Bates and Young & Rubicam referred
to the results of scientific tests or studies and the following represen-
tations were made directly or by implication:

A. By respondents Bristol-Myers and Ted Bates, that such tests or,
studies prove claims that Bufferin is twice as fast and twice as strong
as aspirin in relieving pain; and

B. By respondents Bristol-Myers and Young & Rubicam, that such
tests or studies prove claims that Excedrin is more than twice as
strong as and more effective than aspirin in relieving pain.

Par. 15. There existed, at the time of said representations, a sub-
stantial question, recognized by experts qualified by scientific train-
ing and experience to evaluate the safety and efficacy of such drugs,
concerning the validity, significance, or interpretation of such tests as
they relate to such representations.

Pagr. 16. Furthermore, respondents made said representations with-
out disclosing the existence of such a substantial question. In light of
the representations made, the existence of such a substantial question
is a material fact, which, if known to consumers, would be likely to
affect their consideration of whether or not to purchase such
products. Thus, respondents have failed to disclose material facts.

Par. 17. Furthermore, in advertisements for Bufferin, and particu-
larly through the use of the phrase “Doctors specify Bufferin for
minor pain more than any leading brand of pain reliever you can
buy,” respondents Bristol-Myers and Ted Bates represented directly,
or by implication, that physicians recommend Bufferin more than
any other non-prescription internal analgesic products.

Par. 18. There existed at the time of said representation no reason-
able basis for making the above representation, in that respondents
had no competent and reliable evidence to support such representa-
tion. '

Par. 19. Furthermore, respondents Bristol-Myers and Ted Bates
marketed and advertised Bufferin and respondents Bristol-Myers and
Young & Rubicam marketed and advertised Excedrin and Excedrin
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PM, without disclosing in the advertising for such products that such
products contain aspirin and that Excedrin contains caffeine. [14]

Pagr. 20. In truth and in fact, aspirin and caffeine are well-known,
commonplace substances, widely available in many products. More-
over, the use of aspirin or caffeine may be injurious to health and may
cause undesirable side effects. Thus, respondents have failed to dis-
close material facts which, if known to certain consumers, would be
likely to affect their consideration of whether or not to purchase such
products.

Par. 21. Furthermore, in advertisements for Bufferin, respondents
Bristol-Myers and Ted Bates represented, directly or by implication,
that the analgesic ingredient in Bufferin is other than ordinary aspi-
rin; and in advertisements for Excedrin, respondents Bristol-Myers
and Young & Rubicam represented, directly or by implication, that
the ingredient giving “long lasting relief” is other than ordinary aspi-
rin and that the “anti-depressant” is other than caffeine.

Par. 22. In truth and in fact, the analgesic ingredient in Bufferin
is ordinary aspirin; the ingredient giving “long lasting relief” in Exce-
drin is ordinary aspirin; and the “anti-depressant” in Excedrin is
caffeine. k

PaRr. 23. Furthermore, in advertisements for Excedrin PM, respond-
ents Bristol-Myers and Young & Rubicam have represented, directly
or by implication, that it contains a special sedative or sleep-inducing
agent available only in Excedrin PM.

Par. 24. In truth and in fact, the substance referred to in the
advertisement is methapyrilene fumarate, an antihistamine which is
available in several other non-prescription preparations including,
but not limited to, Cope, manufactured by Sterling Drug, Inc.

Pagr. 25. The advertisements referred to in Paragraphs Seven, Nine,
Fourteen, Nineteen, Twenty-One, and Twenty-Three were and are
misleading in material respects as alleged in Paragraphs Eight, Elev-
en, Sixteen, Twenty, Twenty-Two, and Twenty-Four and constituted,
and now constitute, false advertisements.

Par. 26. The making of representations as alleged in Paragraphs
Ten, Thirteen, Fifteen, and Eighteen constituted, and now consti-
tutes, unfair or deceptive acts or practices in commerce. [15]

Par. 27. The use by respondents of the aforesaid deceptive represen-
tations and the dissemination of the aforesaid false advertisements
has had, and now has, the capacity and tendency to mislead members
of the consuming public into the erroneous and mistaken belief that
said representations were and are true and into the purchase of sub-
stantial quantities of said drugs of respondent Bristol-Myers, by rea-
son of said erroneous -and mistaken belief.

Par. 28. In the course and conduct of its aforesaid business, and at
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all times mentioned herein, respondent Bristol-Myers has been, and

" now is, in substantial competition, in commerce, with corporations,
firms and individuals in the sale of drugs of the same general kind and
nature as those sold by respondent.

In the course and conduct of its aforesaid business, and at all times
mentioned herein, respondent Ted Bates has been, and now is, in
substantial competition in commerce with other advertising agencies.

In the course and conduct of its aforesaid business, and at all times
mentioned herein, respondent Young & Rubicam has been, and now
is, in substantial competition in commerce with other advertising
agencies.

Par. 29. The aforesaid acts and practices of respondents, as herein
alleged, including the dissemination of false advertisements, as afore-
said, were and are all to the prejudice and injury of the public and of
respondents’ competitors, and constituted, and now constitute, unfair
methods of competition in commerce and unfair or deceptive acts or
practices in commerece, in violation of Sections 5 and 12 of the Federal
Trade Commission Act.

INITIAL DECISION BY
MontcoMERY K. HYUN, ADMINISTRATIVE LAW JUDGE
SEPTEMBER 28, 1979
PRELIMINARY STATEMENT

On February 23, 1973, the Federal Trade Commission (“Commis-
sion” or “FTC”) issued a Complaint charging Bristol-Myers Company
(“Bristol-Myers”), Ted Bates & Company, Inc. (“Ted [2] Bates”), and
Young & Rubicam, Inc. ("Y&R”) with violations of Sections 5 and 12
of the Federal Trade Commission Act, as amended (15 U.S.C. 45 and
52), in connection with certain advertisements for Bufferin, Excedrin
-and Excedrin P.M. Similar complaints were issued on the same date
against American Home Products Corporation (Docket No. 8918) [98
F.T.C. 136 (1981)] and Sterling Drug Inc. (Docket No. 8919) [102 F.T.C.
395 (1983)], in connection with certain advertisements for certain
nonprescription or over-the-counter (“OTC”) internal analgesic
products marketed by these firms.

On May 7, 1973, Bristol-Myers filed its answer to the Complaint,
and on May 9, 1973, Ted Bates and Y&R filed their answers to the
Complaint, each denying that it violated Sections 5 or 12 of the
amended Federal Trade Commission Act. ALJ William K. Jackson,
originally assigned to this proceeding, entered a Prehearing Order,
datad March 13. 1974. setting forth the issues of fact and law to govern
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the case. This case was assigned to me upon Judge Jackson’s retire-
ment, effective January 1, 1975. The parties were allowed extensive
pretrial discovery. Numerous prehearing conferences were held in
order to simplify the issues, to resolve disputes related to discovery
and generally to expedite the trial preparation by the parties.

By Order dated February 16, 1977, a joint hearing was ordered with
respect to certain common marketing studies and witnesses for the
presentation of complaint counsel’s cases-in-chief in the three OTC
internal analgesic cases (Docket Nos. 8917, 8918 and 8919). Joint
evidentiary hearings were held from June 6, 1977 to August 15, 1977.
The separate evidentiary hearings for the presentation of complaint
counsel’s case-in-chief were held from September 5, 1978 to February
21, 1979, after an initial decision in Docket No. 8918 was filed with
the Commission. Respondents’ defense hearings began on March 19,
1979 and continued until May 11, 1979. The evidentiary record was
closed May 16, 1979.1 The parties filed simultaneously their proposed
findings, supporting memoranda and replies. Some 26 witnesses, most
of whom were qualified as expert witnesses, testified. Transcripts of
the joint and separate hearings number some 12,400 pages. Over 400
documentary exhibits, including copy tests, marketing studies and
medical-scientific studies and analytical tabulations were received in
evidence.

The proposed findings, conclusions and orders of the parties and
their supporting arguments were carefully considered and to the ex-
tent not adopted by this Initial Decision, in the form proposed or in
substance, are rejected as not supported by the evidence, irrelevant
or immaterial. Any motion appearing on the record and not hereto-
fore or hereby specifically ruled upon either directly or by the neces-
sary effect of the conclusions in this Initial Decision are denied. Upon
consideration of the [3] record as a whole and having considered the
demeanor of the witnesses, I make the following findings of fact and
conclusions of law and order:2

1 By order dated May 23, 1979, the Commission extended the due date of this Initial Decision to September 28,
1979.
2 For the purposes of this Initial Decision, the following abbreviations were used:

BMF - Bristol-Myers' Proposed Findings.

BMM - Bristol-Myers’ Supporting Memorandum.

BRM - Bristol-Myers’ Reply Memorandum.

CM - Complaint Counsel’s Supporting Memorandum.
CPF - Complaint Counsel’s Proposed Findings.

CRM - Complaint Counsel’s Reply Memorandum.

F. - Findings in this Initial Decision.

Tr. - Transcripts of hearings, sometimes preceded by the name of the witness.
CX - Complaint counsel’s documentary exhibits.

RX,

BMRX- Bristol-Myers’ documentary exhibits.
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FinpinGs oF Fact

I. PRELIMINARY FINDINGS

1. Bristol-Myers Company (“Bristol-Myers”) is a corporation orga-
nized and doing business under and by virtue of the laws of the State
of Delaware, with its office and principal place of business located at
345 Park Avenue, New York, New York. Bristol-Myers manufactures,
advertises, offers for sale, and sells and distributes certain nonpre-
scription over-the-counter (or OTC) internal analgesic preparations
which fall within the classification of “drug,” as the term is defined
in the Federal Trade Commission Act. The brand-name designations
used by Bristol-Myers for three such preparations are “Bufferin,”
“Excedrin,” and “Excedrin P.M.” (Answer of Bristol-Myers, Para-
graphs 2 and 3).

2. The active ingredients in one tablet of each of the three prepara-
tions are as follows:

Bufferin: aspirin (5 gr.)
aluminum glycinate
magnesium carbonate

Excedrin: acetaminophen (1.50 gr.)
salicyclamide (2.00 gr.)
aspirin (3.00 gr.)

) caffeine (1.00 gr.)

Excedrin P.M.: acetaminophen (2.5 gr.)
salicylamide (2.00 gr.)
aspirin (3.0 gr.) [4]
methapyrilene fumarate
(25 milligrams)

(Answer of Bristol-Myers, Appendices 1, 2, 3; CX 925R-U; CX 927B).

Aspirin is a well-known substance widely used in over-the-counter
drug products (BMRX 23, 24). Caffeine is a well known substance
widely used in food products and over-the-counter drug products
(BMRX 23, 24).

3. In the course and conduct of its business, Bristol-Myers causes
Bufferin, Excedrin, and Excedrin P.M. to be transported from its
place of business located in various States of the United States to
purchasers thereof in various other states and in the District of Co-
lumbia. In the course of its business, Bristol-Myers maintains, and at
all times mentioned herein has maintained, a substantial course of
trade in commerce (Answer of Bristol-Myers, Paragraph 1). From
1971 to 1973 annual consumer sales for Bufferin, Excedrin, and Exce-
drin P.M. averaged approximately $50 million, $30 million, and $5
million respectively (CX 660A). The average price in 1970 for 100
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tablet bottles of Bufferin and Excedrin was $0.99 and $1.01 respective-
ly. The average price in 1970 for an 80 tablet bottle of Excedrin P.M.
was $1.30 (CX 661B-D).

4. In the course and conduct of its business, Bristol-Myers has dis-
seminated, and causes the dissemination of, certain advertisements
concerning Bufferin, Excedrin, and Excedrin P.M. by the United
States mail and by various means of commerce including, but not
limited to, advertisements inserted in magazines and newspapers,
and in television broadcasts transmitted by television stations located
in various States of the United States and the District of Columbia,
having sufficient power to carry such broadcasts across state lines, for
the purpose of inducing and which were likely to induce, directly or
indirectly, the purchase of said drugs, and has disseminated, and
caused the dissemination of, advertisements concerning said drugs by
various means, including but not limited to the aforesaid medium, for
the purpose of inducing and which were likely to induce the purchase
of said drugs in commerce (Answer of Bristol-Myers, Paragraph 4).
These activities have included the dissemination over a number of
years and through various media of the advertising challenged in this
matter, including the advertisements in evidence (CX 800; CX 801; CX
802).

5. In promoting these products in advertising from 1960 to 1973
Bristol-Myers expended over $171 million for Bufferin, over $98 mil-
lion for Excedrin, and over $15 million for Excedrin P.M. (CX 925P,
CX 928B). Thus annual advertising expenditures between 1960 and
1973 have averaged approximately $12 million for Bufferin, $7.5 mil-
lion for Excedrin, and $3 million for Excedrin P.M. [5]

6. According to National Analgesic Market Survey prepared by
Young & Rubicam, the advertising agency for Excedrin, the average
prescription price at surveyed pharmacies of aspirin in 1971 was $1.08
per hundred tablets. For the same year, the average prescription price
per 100 tablets was $2.15 for Bufferin and $2.59 for Excedrin (CX
3807003, Z001, Y). This survey finding is in accord with our common
knowledge and experience which shows one ordinarily expects to pay,
and does pay, somewhat higher prices for Bufferin and Excedrin than
for plain aspirin at retail stores.

7. Young & Rubicam International Inc., formerly Young & Rubi-
cam, Inc. (“Young & Rubicam”) is a corporation organized, existing
and doing business under and by virtue of the laws of the State of New
York with its office and place of business located at 285 Madison
Avenue, New York, New York (Answer of Young & Rubicam, Para-
graph 2). ‘ '

8. In the conduct of its business at all times mentioned herein,
Young & Rubicam has been in substantial competition in commerce,
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with other corporations, firms, and individuals in the advertising
business. Young & Rubicam maintains offices in the commercial cen-
ters of the country, including New York City, Detroit, Chicago, Los
Angeles and Houston. Among its advertising accounts are some of the
largest corporations throughout the United States, including Time,
Inc., General Foods, Gulf Qil Corp., and Proctor & Gamble Co. (CX
656).

9. Ted Bates & Company, Inc. (“Bates”) is a corporation organized,
existing and doing business under and by virtue of the laws of the
State of New York with its principal office and place of business
located at 1515 Broadway, New York, New York (Answer of Bates,
Paragraph 2).

10. In the conduct of its business at all times mentioned herein,
Bates has been in substantial competition in commerce, with other
" corporations, firms and individuals in the advertising business. Bates
maintains offices throughout the world and in New York City to serve
national and multi-national corporate clients. Among its clients are
The Chase Manhatten Bank, ITT Continental Co., Warner-Lambert
Co. and Yardley of London (CX 655).

II. THE QUALIFICATIONS OF EXPERTS WHO TESTIFIED
. IN THIS PROCEEDING

A. Complaint Counsel’s Experts
Dr. Daniel L. Azarnoff

11. Dr. Daniel L. Azarnoff, presently Senior Vice-President, Direc-
tor of Research and Development, for the three medically [6] related
subsidiary companies of G. D. Searle and Company, is an eminent
clinical pharmacologist (Azarnoff, Tr. 9159-60; CX 687A).

12. Until recently, Dr. Azarnoff was a Distinguished Professor in
the field of Medicine and Pharmacology at Kansas University Medi-
cal Center where he served as Director of the University’s Clinical
Pharmacology-Toxicology Center (Azarnoff, Tr. 9160-61; CX 687A).
He has received a number of honorary awards for his outstanding
work in medicine and pharmacology, including election as a Markle
Scholar in Academic Medicine, election as a Burroughs Wellcome
Scholar in Clinical Pharmacology, and designation as a Fulbright
Scholar (Azarnoff, Tr. 9165-68; CX 687B).

13. He has served as a consultant to the Food and Drug Administra-
tion, specifically a member of the Endocrine Metabolism Advisory
Committee. In this capacity, he reviewed foreign therapeutic trials of
various drugs to determine if this information should be accepted by
the FDA in its evaluation of the safety of these drugs. He has also
served as a consultant to the World Health Organization for the
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evaluation of drugs in human beings, and is currently serving as
Secretary of the Clinical Pharmacology Section of the International
Union of Pharmacologists. He has been a member and Vice-Chairman
of the AMA Council on Drugs; a consultant to various institutes of the
National Institute of Health; and has consulted for several other
medical organizations (Azarnoff, Tr. 9165-72; CX 687C).

14. As part of his work as a Distinguished Professor of Medicine and
Pharmacology, Dr. Azarnoff teaches medical students, graduate stu-
dents in pharmacology and practicing physicians. In addition to his
extensive teaching commitments, he has also been involved in re-
search activities and in clinical hospital service. His research has
involved him in approximately 150 studies, 10 to 15 of which focused
on the therapeutic effects of various drugs on human beings. His
clinical hospital service has given him the opportunity to work with
inpatients and outpatients alike (Azarnoff, Tr. 9162-65, 9174-76).

15. Dr. Azarnoff’s clinical research has given him considerable ex-
posure to the various ways of measuring patients’ subjective re-
sponses. In each of the 10 to 15 therapeutical studies in which he has
participated, he has been involved in all phases of the study, ranging
from the initial development of the protocol through the execution of
the study, and then on through the analysis and interpretation of the
data (Azarnoff, Tr. 9164, 9174-75). Dr. Azarnoff has worked with
" drugs that influence the autonomic nervous system, drugs that influ-
ence the central nervous system, drugs that attempt to control an-
gina, and aspirin, among others. In each of these clinical studies, he
has been primarily concerned with the elevation of patients’ subjec-
tive responses to the drugs in question (Azarnoff, Tr. 9164, 9174-75).
[7]

16. Dr. Azarnoff is also an editor or advisor to a number of noted
American and foreign journals (Azarnoff, Tr. 9170-72; CX 687C). As
is evidenced by the evidentiary record and his curriculum vitae, Dr.
Azarnoff is highly qualified to provide expert testimony in the fields
of clinical pharmacology, clinical testing of drugs, including analges-
ics, and the usage of analgesics in the clinical situation.

~Dr. William Beaver

17. Dr. William Beaver is presently an Associate Professor of Phar-
macology and Anesthesia at the Georgetown University Schools of
Medicine and Dentistry and is a recognized expert in the field of
analgesics and clinical trials of analgesics (Beaver, Tr. 5896).

18. Dr. Beaver gained extensive expertise in analgesics studies
while working as a research associate and then an associate at Memo-
rial Sloan-Kettering Cancer Center with Dr. Raymond Houde be-
tween 1963 and 1968. Since 1963, Dr. Beaver has conducted clinical
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research concerning analgesic drugs, and in 1976 he received a special
citation from the Commissioner of the Food and Drug Administration
for his advisory work in the area of analgesics and clinical trial design
(Beaver, Tr. 5896). ‘

19. Dr. Beaver has written extensively and has published several
dozen analgesics studies in medical journals subject to peer review. In
addition, he has written chapters in textbooks relating to analgesic
drugs (Beaver, Tr. 5897). In 1965, he published in the American Jour-
nal of Medical Science a comprehensive review of the pharmacology
of mild analgesic drugs. That article was based on submissions from
manufacturers, including Bristol-Myers, and Dr. Beaver’s review of
some 1,000 papers on the subject, of which about 400 were directly
cited in the review article (Beaver, Tr. 5897-99).

20. Dr. Beaver is one of the leading experts in the field of analgesics
and clinical testing of analgesics (Laska, Tr. 10406-07; 10463, 10626;
Sunshine, Tr. 9803, 9826-27, 9864). _

21. Dr. Beaver served as a member of the Panel on Drugs for Relief
of Pain, conceived in 1966 under the auspices of the National Re-
search Council, a subsidiary of the National Academy of Science. The
National Academy of Science, chartered by Congress, is an organiza-
tion whose members are drawn from among the foremost scientists in
the country. The purpose of this group is to provide the government
with access to a prestigious group of scientists so as to further the
development of science (Beaver, Tr. 5901). Members of the National
Research Council are experts in various scientific/technical fields. At
the request of the Federal Government, the group will sponsor [8]
scientific inquiries where they view such inquiries as appropriate and
in the national interest (Beaver, Tr. 5901).

22. The FDA, pursuant to various amendments to its enabling act,
requested in 1966 that the NAS/NRC carry out an efficacy review of
drugs put on the market between 1938 and 1962 (Beaver, Tr. 5900).
This responsibility was accepted by the National Research Council.
Panels for different subject areas were set up, consisting of six or
seven members who were well-recognized experts in particular sub-
ject areas (Beaver, Tr. 5902).

23. The Panel on Drugs for the Relief of Pain, of which Dr. Beaver
was a member, was given material which had been submitted by drug
companies to FDA between 1938 and 1962 for new drug application
approval (Beaver, Tr. 5903). This Panel was chaired by Dr. Louis
Lasagna, a well-recognized clinical pharmacologist, and it included
Dr. Beaver; Dr. Maurice Seevers, who was chairman of the Phar-
macology Department at the University of Michigan; Dr. Thomas
Kantor of NYU, who was experienced in the evaluation of mild
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analgesics; Dr. Gravenstein, who was experienced in analgesic re-
search; and Dr. William Martin, who was head of the Drug Addiction
Center in Lexington (Beaver, Tr. 5903). The appropriate review panel
for each drug was chosen by the central NAS/NRC office on the basis
of the indications in its labeling. Materials on specific drugs were then
assigned to a panel member based on his expertise and workload
(Beaver, Tr. 5904). Dr. Beaver served as co-primary reviewer for Buff-
erin submissions (Beaver, Tr. 5910). The primary reviewer then con-
sidered the drug company data along with the archival literature,
which included published and unpublished studies. New issues of
safety were considered as were certain claims, e.g, superiority, in
light of any new information. A preliminary review was prepared and
circulated to the entire Panel (Beaver, Tr. 5905). A final report was
prepared by the Panel as a whole. Final editing was done by the
NAS/NRC central office (Beaver, Tr. 5906). The final approval prior
to release to FDA was then secured from the Panel chairman.

24. Bufferin was among the drugs considered by the Panel since it
was granted a New Drug Application (“"NDA”) between 1938 and
1962. Bristol-Myers was asked to submit literature references with
‘respect to indications in labeling, but initially did not submit any
literature references (Beaver, Tr. 5907-08). Because the Panel be-
lieved that certain Bufferin claims in labeling went beyond accepted
indications for aspirin, another letter was sent to Bristol-Myers re-
questing substantiation for claims addressing speed of onset of action,
lack of gastrointestinal side effects and tension relief. In response,
Bristol-Myers submitted reprints of published articles and certain
in-house, unpublished blood level studies dealing primarily with the
pharmacokinetics of Bufferin compared to other aspirin. These
materials and the published literature were reviewed by Dr. Beaver
and Dr. Seevers, the co-primary [9] reviewer. Bristol-Myers was only
required to submit evidence that supported its claims for Bufferin,
rather than all pertinent data relating to a particular indication,
whether favorable or not (Beaver, Tr. 5909-11).

25. A draft report was prepared by Drs. Beaver and Seevers and was
submitted for the approval of the entire Panel (Beaver, Tr. 5911-13).
When the final report was approved after editing, it was turned over
to the NAS/NRC and forwarded to FDA (Beaver, Tr. 5915).

26. Based on these reports, FDA set up a Drug Efficacy Study Im-
plementation (DESI) group to address what should be done with re-
spect to the issues raised in the various reports, such as CX 511
(Beaver, Tr. 5916). The Panel’s evaluation (CX 511) was published in
the Federal Register (Beaver, Tr. 5917-19) and a copy was sent to
Bristol-Myers (Beaver, Tr. 5919).
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Dr. Byron William Brown

27. Dr. Byron Brown holds a Ph.D. degree in biostatistics from the
University of Minnesota. Currently he is Professor and Head of Bio-
statistics at Stanford University (Brown, Tr. 4843-45; CX 694). Dr.
Brown is involved in academic duties and is consulting with research
investigators, the Federal Government and pharmaceutical manufac-
turers in problems involving research in biology and medicine
. (Brown, Tr. 4845).

28. Dr. Brown’s primary interests center on the application of bio-
statistics to biological assays and related clinical trials. However, his
statistical consultancies involve him in joint efforts with investigators
in other fields of biology and medicine (Brown, Tr. 4846). For example,
Dr. Brown is a consultant to the National Academy of Sciences, the
National Cancer Institute, and American Heart Association, the Na-
tional Aeronautics and Space Administration, the University Group
Diabetes Project, the Food and Drug Administration, the Institute for
Nutrition for Central America and Panama, as well as numerous
other organizations, committees and associations (CX 694B).

29. Approximately one-quarter to one-half of Dr. Brown’s publica-
tions (CX 694C-H) deal with the evaluations of drugs, including some
specifically devoted to the evaluation of analgesics (Brown, Tr. 4846-
47).

30. Dr. Brown is one of the leading experts in biostatistics, including
the applications of that discipline to the design and analysis of clinical
trials of analgesics and other drugs. [10]

Dr. Frederick Evans

31. Dr. Frederick J. Evans is Senior Research Psychologist in the
Unit for Experimental Psychiatry, Institute of Pennsylvania Hospi-
tal. He is also an associate professor of psychology at the University
of Pennsylvania. He was a Fulbright Scholar, and conducted research
at the Harvard Medical School (Evans, Tr. 6311-14). Dr. Evans is a
highly experienced researcher in the psychology of pain and pain
control and subjective response methodology (Evans, Tr. 6313-17). He
is a member of the board of the American Pain Society, a member of
the executive commitee of the eastern chapter of the International
Association for the Study of Pain, and is associate editor of the Inter-
national Journal of Clinical and Experimental Hypnosis (Evans, Tr.
6318; CX 692A-D). He has served on a number of peer review groups
evaluating pain studies for the United States and Canadian govern-
ments, as well as for numerous learned journals (Evans, Tr. 6318). He
has also served as a consultant on and reviewer of grants and studies

involving analgesic testing (Evans, Tr. 6335). He has published widely
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32. The Unit for Experimental Psychiatry with which Dr. Evans is
associated concerns itself with laboratory research into problems of
mental health and human suffering. The research is concentrated on
the interrelationships between subjective processes (i.e., subjective
response) and observable behavior in the laboratory, and the evalua-
tion of subjective behavior such as pain and placebo response (Evans,
Tr. 6314). To these ends, Dr. Evans devotes approximately one-fourth
of his full-time research employing several different models of experi-
mental pain (Evans, Tr. 6334). Dr. Evans’ laboratory is also well
known for its research into the methodological problems of generaliz-
ing laboratory study findings to the clinical situation (Evans, Tr.
6325).

33. By his background, training and experience, Dr. Evans is well
qualified to speak to issues of pain and its response to treatment, the
psychological factors and experimental pain methodology.

Dr. Richard S. Farr

34. Dr. Richard S. Farr is Chairman of the Department of Medicine
of the National Jewish Hospital in Denver. Dr. Farr, who is widely
recognized as a preeminent researcher in immunology, has had exten-
sive clinical training in the diagnosis and management of bronchial
asthma and allergy, including the asthma and allergic effects of aspi-
rin. He previously headed the allergy/immunology sections at the
University of Pittsburgh and the Scripps Clinic in La Jolla, Califor-
nia, and is also known for the development of the so-called Farr test,
which is still widely used in immunology research (Farr, Tr. 2541-50).
[y '

35. Dr. Farr has been deeply involved in the clinical study of aspirin
side effects since 1969 and is responsible for the development of the
aspirin challenge procedure originating at National Jewish Hospital
(Farr, Tr. 2553-60).

36. Dr. Farr has had extensive experience in the design, execution
and analysis of clinical tests of the side effects of aspirin and has
published widely on the topic. His experience extends to the clinical
management of asthmatic and allergic patients and he has widely
lectured and taught on this topic (Farr, Tr. 2558-60).

37. Dr. Farr served as the president of the American Academy of
Allergy and has been associated with many other professional associa-
tions with particular interest in asthma and allergy. Dr. Farr is also
a Distinguished Service Professor of the University of Chicago and is
the recipient of the Borden Award for his outstanding work in the
area of immunology (Farr, Tr. 2541-62).

38. Dr. Farr is a leading expert in the fields of asthma and allergy
in general and the asthmatic and allergic effects of aspirin and aspi-
rin-containing drugs in particular.



44 . FEDERAL TRADE COMMISSION DECISIONS

Initial Decision ' _ 102 F.T.C.

Dr. William H. Forrest’

39. Dr. William H. Forrest is an Associate Professor of Anesthesiolo-
gy at Stanford University. He is a recognized expert in the field of
analgesic testing and has had extensive experience evaluating
analgesics. In fact, he has spent half of his time supervising, perform-
ing, or evaluating clinical research on analgesics (Forrest, Tr. 8848-
49; 8860-63; 8869-71; 8875). :

40. Dr. Forrest has had extensive experience working with and
developing subjective response methodologies. His introduction to
clinical research came while he was a research fellow at Standford in
1962. During this year, he worked under Dr. J. W. Bellville, a respect-
ed researcher in the field of analgesic evaluations and Chairman of
the FDA Analgesics Panel until he died (Forrest, Tr. 8850-51).

41. Dr. Forrest later became Chairman of the Veterans Administra-
tion Cooperative Analgesic Study. In the landmark Cooperative
Study, analgesics were evaluated using a subjective response meth-
odology in five to seven different Veterans Administration hospitals
located in various parts of the country. The results of the Cooperative
Study demonstrated that carefully trained and supervised nurses and
. researchers could perform the same work in several different settings
and obtain sound data relating to the efficacy and relative potency of
a variety of intra-muscular and orally administered analgesics. The
Cooperative Study spanned a 14-year period and involved over [12]
100 clinical analgesic studies (Forrest, Tr. 8854-56; 8858-59; 8864-65;
8872-73; 8876-81; CX 678A-B).

42. During the last 14 years, Dr. Forrest has also been actively
involved in various capacities with the National Research Council of
the National Academy of Sciences (Forrest, Tr. 8856-57). He was
involved in the 1960’s in the planning phases of the National Halo-
thane Study sponsored by the Council (Forrest, Tr. 8852). He has acted
as a consultant to the Council on Anesthesia; and attended annual
meetings sponsored by the Council for researchers working in the
field of analgesics. At these meetings, Dr. Forrest has also presented
numerous papers in the field (Forrest, Tr. 8856-57; 8865-67; CX
678B). In addition, he has published over 60 articles dealing with
analgesics, clinical testing, and the subjective response methodology
(Forrest, Tr. 8860-63; CX 678D-I).

43. Dr. Forrest is an eminent expert in the fields of clinical testing
of analgesics, the subjective response methodology, and the efficacies,
comparative efficacies, and side effects of various analgesics.

Dr. Morton Grossman

44. Dr. Morton Grossman, Chief of the Gastroenterology Section of
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the Veterans Administration Wadsworth Hospital in Los Angeles, is
recognized as one of the preeminent researchers and practitioners of
gastroenterology in the world. Dr. Grossman, who currently directs
the Center for Ulcer Research and Education in Los Angeles, is one
of six Senior Medical Investigators in the Veterans Administration,
and has been Chief of the Gastrointestinal Section at the Veterans
Administration Hospital in Los Angeles. Dr. Grossman is also a
professor of medicine and physiology at the University of California
at Los Angeles, has taught at major medical schools throughout the
country and has served as a member of or advisor to many distin-
guished professional groups, including the National Academy of
Science, National Research Panel on Gastrointestinal Drugs, the
FDA’s OTC Panel on Antacids and the Gastrointestinal Drug Adviso-
ry Committee of the FDA (Grossman, Tr. 7789-93).

45. Dr. Grossman’s experience includes years of clinical practice
with patients suffering gastrointestinal diseases, as well as considera-
ble research in the areas of physiology and gastroenterology. In this
regard, Dr. Grossman has done research on the mechanism and ef-
fects of aspirin ingestion on the gastrointestinal track and has pub-
lished many articles on this topic in learned journals. Dr. Grossman
has also served on various editorial boards of scientific journals, such
as the American Journal of Physiology, and currently chairs the
editorial board of Gastroenterology, the official journal of the Ameri-
can Gastroenterological Association. Dr. Grossman has [13] published
over 350 articles in journals, contributed to scores of textbooks and
other resource works on gastroenterology (Grossman, Tr. 7792-96).

46. Dr. Grossman has also been the recipient of major awards and
honors in his field, including the Freeden-Wald medal of the Ameri-
can Gastroenterological Association, which is its highest award. He
also has held high offices with many of the professional societies
concerned with problems of gastroenterology (Grossman, Tr. 7796-
97).

47. Based on his education and training, as well as his wealth of
research and clinical experience, Dr. Grossman is eminently qualified
to speak to gastroenterology generally and specifically to gastrointes-
tinal effects of aspirin and aspirin containing products, as well as the
effect of buffers in such products.

.Dr. Charles G. Moertel

48. Dr. Charles G. Moertel, who presently serves as the Director of
the Mayo Clinic’s Comprehensive Cancer Center, Chairman of its
Department of Oncology, and Professor of Medicine at the Mayo
Medical School, is an expert in evaluating patients’ subjective re-
sponses to analgesics and is preeminent in the field of clinical testing
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of drugs (Moertel, Tr. 5515; CX 680A). Dr. Moertel’s expertise in the
analysis of patients’ subjective responses to various kinds of drugs,
including analgesics, has been developed over the last 24 years
through his clinical and research activities at the Mayo Clinic (Moer-
tel, Tr. 5520-23).

49. At the Mayo Clinic, Dr. Moertel is involved in the evaluation of
therapeutic agents. His involvement covers all of the Clinic’s treat-
ment programs designed to deal with malignant diseases starting in
the gastrointestinal tract. He has done a great deal of work over an
extended period of time in the evaluation of symptomatic and suppor-

“tive care of the cancer patient, and this involvement has encompassed
the evaluation of analgesic agents, anti-emetic agents, and diuretic
agents (Moertel, Tr. 5517, 5520-22).

50. Dr. Moertel’s work with analgesics evolved from the primary
need of his advanced cancer patients to have effective treatment for
pain. Since the predominent part of his practice was to treat patients
whose conditions had advanced beyond a point where surgery could
help, but who suffered from mild to severe pain, Dr. Moertel devel-
oped an interest in the comparative efficacies of the available analges-
ics. He conducted two studies involving numerous OTC and
prescription oral analgesics to determine their comparative efficacies
in relieving pain. Both of these studies were published in leading [14]
medical journals subject to peer review (Moertel, Tr. 5521-22; CX
680J, N). v ‘

51. In addition to these two studies, Dr. Moertel has evaluated some
of the newer chemical agents developed by pharmaceutical companies

for analgesics purposes (Moertel, Tr. 5522). He has conducted a num-
ber of clinical studies using antiemetic and chemotherapeutic drugs
as well (Moertel, Tr. 5522). In all of these studies, Dr. Moertel has been
involved in the analysis and evaluation of patients’ subjective re-
sponses (Moertel, Tr. 5523).
- 52. In addition to contributing articles dealing with specific re-
search studies, Dr. Moertel has also submitted articles for publication
which have dealt with analgesics in a broader sense and have utilized
his overall clinical experience in the management of cancer pain.
These articles have appeared in several textbooks of which he has
been the primary author, or in which he was invited by the primary
author to contribute (CX 680E, F, G, J, K). Dr. Moertel is a member
of the Editorial Board of the Journal on Cancer, and he is an Associate
Editor of Cancer Medicine, a standard textbook in medical oncology
(Moertel, Tr. 5518).

53. As a practicing physician, Dr. Moertel prescribes, administers,
and advises patients on a daily basis in the usage of analgesics. In his
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practice he has had occasion to prescribe aspirin in these clinical
situations (Moertel, Tr. 5523).

54. Dr. Moertel was appointed by the FDA to its Oncologic Drugs
Advisory Committee. As a member of this Committee, he advises the
FDA on clinical protocols for new drugs for use in the treatment of
cancer patients. Dr. Moertel also serves on the Phase One Study
Group of the National Cancer Institute. In this capacity, he helps to
evaluate the types of protocols that will be most appropriate to deter-
mine the clinical value of new agents for the treatment of malignant
diseases (Moertel, Tr. 5518-20). For all of these reasons, Dr. Moertel
is eminently qualified to present expert testimony concerning clinical
tests, the evaluation of patients’ subjective responses, and the clinical
testing of analgesics. '

Dr. Karl Rickels

.55. Dr. Karl Rickels is Professor of Psychiatry and Pharmacology
at the University of Pennsylvania. Dr. Rickels is an eminent practi-
tioner in the diagnosis and management of patients exhibiting non-
psychotic symptoms, such as anxiety and tension. Dr. Rickels also
directs the Private Practice Research Group, funded by NIH, which
is the only unit in the country conducting a large scale research with
private patients of family physicians who suffer tension and stress
(Rickels, Tr. 6489-91). [15]

56. Dr. Rickels, Director of the Psychopharmacology Research Unit
of the University of Pennsylvania since 1962, was recently appointed
to an endowed chair in Human Behavior. He has also widely lectured
and consulted both with industry and academics in the area of psycho-
pharmacology and currently sits with the Clinical Pharmacology
Study Session of the National Institute of Mental Health. Dr. Rickels
has had extensive experience in the design, execution and review of
clinical tests of drugs, including aspirin, for tension relief and has
often consulted with industry on the development of protocols for
such clinical tests (Rickels, Tr. 6495, 6499-6502).

57. For three years, Dr. Rickels chaired FDA’s OTC panel on Night-
ime Sleep-Aids, Daytime Sedative and Stimulants, and he has pub-
lished widely on psychopharmacology topics including the effects of
aspirin on tension relief (Rickels, Tr. 6492-95; 6501-02).

58. Based on his background, training, and experience, Dr. Rickels
is an eminent expert well qualified to speak to psychopharmacology
and tension and particularly to the effects of aspirin and caffeine on
tension.

Dr. Eugene Smith
59. Dr. Eugene Smith is a psychologist at the Massachusetts Gener-
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al Hospital in the Department of Anesthesia and Psychiatry. He is
also an associate professor of psychology at the Harvard Medical
School. Dr. Smith holds a Ph.D. degree from the University of Roches-
ter. Dr. Smith has been continuously associated with Harvard and the
Massachusetts General Hospital since 1954 (Smith, Tr. 5387-88). His
work has concentrated in the effects of drugs on mood, physical and
mental performance; and he has done a large number of studies in
pain and subjective responses to pain. Much of his work has been in
the area of experimentally induced pain. However, he has done a
number of subjective response studies investigating the activity of
analgesics in post-partum and post-operative pain (Smith, Tr. 5388-
89). Dr. Smith is a member of numerous professional associations, and
most of his studies have been funded by agencies of the U.S. Public
Health Service or the National Institutes of Health (Smith, Tr. 5389-
90).

Dr. Donald D. Stevenson

60. Donald D. Stevenson, M.D., is a member of the allergy/im-
munology division at the Scripps Clinic at La Jolla, California. Dr.
Stevenson, who also has a clinical appointment in the Department of
Internal Medicine at the University of California, has extensive ex-
perience in the clinical diagnosis and management of patients suffer-
ing from various allergies and asthmatic conditions, including those
associated with aspirin. [16] He has designed and conducted clinical
tests of drugs to determine their safety and effectiveness in treating
asthmatic and allergic conditions and has conducted clinical tests and
controlled challenges in order to determine the asthmatic and allergic
effects of aspirin ingestion.

61. Dr. Stevenson has lectured and taught generally on the subject
of immunology and particularly on the asthmatic and allergic effects
of aspirin ingestion. He has published articles and studies relating to
these topics and is familiar with the literature and current thinking
regarding aspirin side effects.

62. Dr. Stevenson is associated with various scientific and medical
groups, including the American Academy of Allergy and the West
Coast Allergy Society, with primary interest in asthma and allergy,
and has participated in meetings and conferences held by such orga-
nizations (Stevenson, Tr. 1454-71). Based on his background, training
and experience, Dr. Stevenson is highly qualified to speak to im-
munology, asthma and allergy generally and specifically to the asth-
matic and allergic side effects of aspirin and aspirin-containing
products.
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Dr. Timothy Brock

63. Dr. Timothy C. Brock is Professor of Psychology at Ohio State
University and is a licensed psychologist. Dr. Brock holds a Ph.D.
degree from Yale University in psychology, with a specialization in
social psychology. In 1955 he joined the Yale Communication and
Attitude Change Program and began a career in the field of persua-
sion and communication studies, and has had extensive experience in
evaluating the formation, reinforcement and endurance of beliefs and
attitudes. This experience includes conducting and evaluating re-
search in this area, including the formation of attitudes about con-
sumer goods and services (Brock, Tr. 8537-40; 8549-53; CX 826B-H).
Dr. Brock has extensively contributed since 1957 to the body of litera-
ture regarding the role of communication in attitude formation and
change. His numerous publications encompass research and analyses
of persuasion techniques, measurement of attitude change, and iden-
tification of public opinion and attitudes (CX 826B-H), including a
number of studies regarding beliefs and attitudes about consumer
products, such as small toys, food, paint, and cigarettes (Brock, Tr.
8554-56, 85659-61). Dr. Brock’s research has also included studies on
the endurance of people’s beliefs and attitudes (Brock, Tr. 8567-68).
The research methodology employed by Dr. Brock has been substan-
tially similar to that employed by the marketing community (Brock,
Tr. 8565-66). Dr. Brock has also performed two studies that address
the role of persuasive communications on consumers’ perceptions of
the performance of drugs. That research showed that advertising, like
communications, had a direct effect on the desire to self-medicate, and
that consumers’ beliefs about [17] drugs were heavily influenced by
the information they received regarding their performance (Brock,
Tr. 8559-61). Dr. Brock has also served on the editorial boards of
several professional journals and has frequently reviewed articles
relating to the formation and persistence of attitudes submitted for
publication to a number of other professional journals. The research
includes work in the fields of belief formation and change, the meas-
urement of beliefs and attitudes, and the effectiveness of various types
of communication to induce attitude change (Brock, Tr. 8545-47).

64. Dr. Brock is a member of numerous professional associations in
the fields of psychology and consumer psychology including the
American Psychological Association, the American Sociological As-
sociation, the Society of Experimental Social Psycholgy and the
American Association for the Advancement of Science. He has been
elected by his colleagues to Fellowship status in the American Psycho-
logical Association, the American Sociological Association and the
American Association for the Advancement of Science as recognition
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of his professional contributions (Brock, Tr. 8544). Recently, Dr. Brock
was invited by the American Psychological Association to deliver a
paper entitled “Designs for Corrective Advertising” (Brock, Tr. 8653).
He was also elected Secretary-Treasurer of the Evaluation Research
Society, a national society of professionals concerned with the meas-
urement and assessment of the long-term effects of various social and
educational programs (Brock, Tr. 8541).

65. Dr. Brock is a highly qualified expert in social psychology, with
special expertise in the techniques and effects of persuasion on the
source and duration of consumer beliefs and attitudes. He is also
qualified as an expert in analyzing the role of communications as a
source of consumer attitudes and beliefs and as an expert in the
design and analysis of research that assesses the source, nature, and
endurance of consumer attitudes and beliefs.

Dr. Ivan Ross

66. Dr. Ivan Ross is a Professor of Marketing at the University of
Minnesota, College of Business Administration, and is a licensed con-
sulting psychologist. Dr. Ross has had extensive training and experi-
ence in the fields of consumer psychology and behavior and
marketing and marketing research (CX 699; Ross, Tr. 6907-20, 6926-
38). This has included extensive training and experience in evaluating
advertising and the effects of advertising over time on consumers and
upon their attitudes and beliefs. It has also included extensive train-
ing and experience in conducting and interpreting research in these
areas. Dr. Ross is familiar with the literature in these areas. In addi-
tion to his academic training (Ross, Tr. 6908) and work in the areas
of advertising and promotion, [18] consumer behavior, marketing and
marketing research (Ross, Tr. 6909-12; 6914-15), Dr. Ross has had
extensive experience working with advertisers and advertising agen-
cies on advertising content and strategy for a variety of consumer
goods and services and with various consumer research techniques,
such as focus groups, copy tests, penetration studies, and image
studies (Ross, Tr. 6913-14, 6916-18, 6927-29). Dr. Ross has also been
a consultant with the Food and Drug Administration’s Bureau of
Foods (Ross, Tr. 6926).

67. Dr. Ross is a member of a number of professional associations
in the areas of psychology, marketing, advertising, and consumer
research (Ross, Tr. 6929, 6933) and has held both elected and appoint-
ed positions in these organizations (Ross, Tr. 6929, 6933). He has also
served as an editor and reviewer of articles and papers in consumer
behavior and advertising research for journal publication and presen-
tation before various professional organizations (Ross, Tr. 6933). Dr.
Ross has presented papers before professional organizations in the
areas of marketing. consumer research. and psvchologv. and his arti-
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. cles, studies, and other writings in fields such as consumer beliefs,
consumer behavior, and advertising have been published in peer-
reviewed journals and other publications (Ross, Tr. 6933-35; CX 699).
His model for studying techniques of advertising evaluation has been
cited by a leading textbook in advertising, and he is currently writing
textbooks on marketing and advertising (Ross, Tr. 6933-35). Dr. Ross
has been chosen to arbitrate complaints about advertising for the
Minnesota Advertising Review Board and to mediate consumer com-
plaints for the Better Business Bureau of Minnesota (Ross, Tr. 6930—
32). Finally, he has appeared as an expert witness in a number of FTC
cases and his testimony involved both the conduct and evaluation of
consumer research (Ross, Tr. 6926, 6928).

68. Dr. Ross’ training, professional experience, and familiarity with
the literature qualify him as an expert in psychology, specializing in
consumer psychology and consumer behavior, marketing, and mar-
keting research. He has a broad background in evaluating advertis-
ing, including the effects of advertising on consumers and on their
attitudes and beliefs, as well as in the conduct and interpretation of
advertising and consumer research (CX 699; Tr. 6907-20, 6926-38).

B. Respondents’ Experts
Dr. Abraham L. Sunshine

69. Dr. Abraham L. Sunshine is a practicing physician specializing
in internal medicine and clinical pharmacology. Dr. Sunshine re-
ceived his undergraduate training and a masters degree at University
of Wisconsin and attended and received an M.D. degree from the
Temple University School of Medicine in 1953. He has held a National
Institute of Health Research [19]} Fellowship in immunology at the
University of Wisconsin and was an intern and resident of Bellevue
Hospital in New York City. Dr. Sunshine was an instructor in medi-
cine at the NYC College of Medicine and, while on active duty with
the USAF, was Chief of the Cardiovascular Section and Chief of the
Department of Medicine at Clarks Air Force Base in California and
Director of Out-Patient Services at Travis Air Force Base.

70. Dr. Sunshine holds a diploma from the American Board of
Internal Medicine, is a Fellow of the New York Academy of Medicine,
The American College of Physicians, and is a member of the New
York County and American Medical Associations, The New York
Heart Association, The American Federation for Clinical Research,
The American College of Clinical Pharmacology and Chemotherapy,
The New York Academy of Sciences and the International Associa-
tion of the Study of Pain. In addition, Dr. Sunshine has been appoint-
ed Chairman of the Analgesic Section of the American Society for
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Clinical Pharmacology and Therapeutics, which publishes the Jour—
nal of Clinical Pharmacology and Therapeutics.

71. Dr. Sunshine is a Professor of Clinical Medicine at New York
University Medical Center and is an attending physician at the Ar-
thur C. Logan Memorial Hospital, Bellevue Hospital and New York
University Hospital. Dr. Sunshine has published extensively in the
area of clinical pharmacology and therapeutics and the methodology
of subjective response clinical studies (Tr. 9592-95; BMRX 38).

72. Dr. Sunshine has been studying subjective response research
methodology, particularly in relation to analgesic, hypnotic and seda-
tive drugs for the past 19 years. Dr. Forrest, one of complaint counsel’s
witnesses, recognized Dr. Sunshine as a “very, very able investigator
in the field of analgesics.” (Tr. 9596).

73. Dr. Sunshine’s research has been conducted at Knickerbocker
Hospital, Bellevue Hospital (part of New. York University Medical
Center), Philadelphia General Hospital, The University of Puerto
Rico, The University Hospital and The Maternity Hospital in Cara-
cas, Venezuela, and his own office in New York City (Tr. 9597).

74. Dr. Sunshine held a National Institute Health Grant to study
pain and the influence of aspirin on pain as well as the methodology
of investigating those phenomenon (Tr. 9598). Much of the work done
by Dr. Sunshine and Dr. Laska has since been emulated by other
researchers in the field. Dr. Forrest’s opinions of Drs. Sunshine and
Laska would be shared by his peers (Tr. 9017).

75. Dr. Sunshine has consulted with and done research for most of
the major drug companies in the United States including [20] Sterling
Drug, Eli Lilly & Co., Pfizer, Merck, McNeil, Warner-Lambert and
Parke Davis (Tr. 9599-9600).

76. Some of the companies for which Dr. Sunshine consulted market
products in competition with those of Bristol-Myers (Tr. 9600).

77. Dr. Sunshine qualified as an expert in internal medicine, clini-
cal pharmacology and the conduct of subjective response tests of oral
analgesic products (Tr. 9647).

Dr. Eugene M. Laska

78. Dr. Eugene M. Laska is Deputy Director for Research and Devel-
opment of the Rockland Research Institute and is a mathematician
practicing in the field of mathematical statistics. In the course of his
duties, he directs the Information Sciences Division of the Rockland
Research Institute that deals with the computer developments in the
fields of health and mental health. Dr. Laska has been involved in the
last 12 years in developing information systems for use in health
research in health-related matters including one system that deals
specifically with research in mathematical statistical models for the



BRISTOL-MYERS CO., ET AL. 53

21 Initial Decision

analysis of data resulting from clinical trials (Tr. 10145). Dr. Laska
has also recently been appointed Research Professor in the Depart-
ment of Psychiatry at the New York University Medical School (Tr.
101486).

79. Dr. Laska has, from May 1974 through May 1976, been the
American Statistical Association representative to the American As-
sociation for the Advancement of Science section on medical science
(Tr. 10149).

80. Dr. Laska was, from 1972 to 1976, a member of the Computer
and Biomathematical Science Section of the National Institutes of
Health (Tr. 10150-51). In his capacity as a member of that section, Dr.
Laska reviewed grant applications for possible NIH funding.

81. Dr. Laska has been a consultant to many drug manufacturers
and has also been closely associated with a number of investigators
conducting clinical trials in analgesics including Dr. Abraham Sun-
shine and Dr. Thomas Kantor (Tr. 10151-52).

82. Dr. Laska has frequently met with the Research Committee on
drug addiction headed by Dr. Nathan Eddy and attended meetings of
the Association of Clinical Pharmacology and Therapeutics that is
chaired by Dr. Abraham Sunshine, giving a paper recently at the
Association of Clinical Phamracology and Therapeutics (Tr. 10154).

83. Dr. Laska also was a consultant to the Veterans Administration
Cooperative Program on analgesic testing headed [21] by Dr. William
Forrest. Dr. Forrest acknowledged Dr. Laska as “a very excellent
biostatistician who has spent a good portion of his time, if not the
major portion of it, in this whole problem of bioassay of analgesics.”
(Tr. 10155).

84. Dr. Laska has met with such clinical researchers as Dr. Ray-
mond Houde, Mr. Stanley Wallenstein, Dr. William Beaver and
others (Tr. 10155). -

85. In the course of his work with statistics and biostatistics in-
volved in bioassay studies, Dr. Laska is intimately involved in the
design of those experiments. His participation included the formula-
tion of the way in which the observer asked questions, the kind of
information to be elicited, the assumptions to be made in the analysis
of data, the kind of information to be collected (Tr. 10157-59).

86. Dr. Laska testified that he participated in approximately 100
subjective response studies including head-to-head studies in the
fields of sleep and psychiatric evaluation. In addition, he has read
hundreds of articles on analgesic research and methodology, includ-
ing head-to-head trials (Tr. 10160).

87. Dr. Laska was qualifed as an expert in comparative testing of
analgesic drugs (Tr. 10166; BMRX 7). '
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Dr. Ben Marr Lanman

88. Dr. Lanman is Vice President and Medical Director of the Bris-
tol-Myers Products Divison and has been employed by Bristol-Myers
since 1962. He received his M.D. degree from the Jefferson Medical
School in Philadelphia, Pennsylvania, was an intern at Jefferson
Hospital and a resident in surgery and thoracic surgery at the Co-
lumbia Presbyterian Medical Center, Columbia University and Belle-
vue Hospital in New York. From 1953 to 1962, Dr. Lanman was
Medical Director of Shenley Industries dealing with primarily pre-
scription drugs (Tr. 11404-07). As Medicai Director of Bristol-Myers
Products, Dr. Lanman is responsible for all medical aspects of
products sold by the division including testing for efficacy, safety and
advertising substantiation (Tr. 11407-08).

89. Dr. Lanman and the other members of the Bristol-Myers
Products Medical Department keep current with the medical litera-
ture insofar as it relates to and concerns the products manufactured
by the Products Division (Tr. 11409-10). Dr. Lanman and the other
members of the Medical Department of the Products Division attend
meetings of the American Society of Clinical Pharmacology and Ther-
apeutics, the meetings of the committee on Drug Dependence of the
National Research Council, The American Pain Association, The
Eastern Pain Association, The American Association for the Study of
Headache. Dr. Lanman has presented a paper at a meeting of the
American Association of [22] Clinical Pharmacology and Therapeu-
tics (Tr. 11411-13). Dr. Lanman regularly meets with independent
outside clinical researchers. For example, Bristol-Myers Products co-
sponsored and Dr. Lanman co-chaired a symposium on pain in 1964
or 1965 at which the outstanding experts in the analgesic field, includ-
ing Drs. Sunshine, Laska, Kantor, Belleville, Forrest, Houde, Brown,
Beaver and Wallenstein, participated (Tr. 11414-15).

90. In the course of his discussions with the investigators who
worked for Bristol-Myers, some of whom are well-known and well
respected in the field, Dr. Lanman contributes to the design and
methodologies to be used in conducting those researches for Bristol-
Myers (Tr. 11416-17), although Dr. Lanman has not participated in
any clinical study. '

91. Dr. Lanman has been qualified as an expert in the study and
research methodoloogies used to investigate analgesic drugs and their
activities (Tr. 11420-21; 11427; BMRX 1).

Dr. Walter B. Elvers

92. Dr. Walter B. Elvers is Associate Medical Director of Bristol-
Myers Products, a division of the Bristol-Myers Company (Tr. 10745).
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Dr. Elvers obtained his bachelor’s degree at Columbia University, and
was awarded the DDS degree and attended post-doctoral training in
orthodontics at Columbia University Dental School (Tr. 10746). Dr.
Elvers served two years in the Army Dental Corps and was in private
practice in orthodontics for several years prior to joining Bristol-
Myers (Tr. 10746).

93. His principal duties at Bristol were to initiate studies, to suggest
and negotiate the design features of them, to supervise the study in
progress and interpret the results of the studies at their conclusions
(Tr. 10747—48). Dr. Elvers is familiar with and has kept current with
the design and methodologies involved for clinical and experimental
studies (Tr. 10752-53). Dr. Elvers has been involved with (and has had
primary or supervisory responsibility for) over 2,500 studies in the
past 20 years. The vast majority of this work is in clinical rather than
experimental research (Tr. 10748-49). Over 275 of the studies in
which Dr. Elvers has been involved concerned analgesics and approxi-
mately 170 were clinical studies (Tr. 10749-50). However, Dr. Elvers
himself has not conducted any analgesic study, or other clinical study
of drugs. .

94. Dr. Elvers was qualified as an expert in the design, conduct and
analysis of clinical tests of analgesics (Tr. 10754; BMRX 2).

Dr. Jacob Jacoby

95. Dr. Jacob Jacoby is a Professor in the Psychological Sciences
Department at Purdue University, where he heads the [23] Consumer
Psychology Program which is widely known for its innovative and
extensive work regarding the application of the science of psychology
to the study of consumer behavior. In addition to his teaching, Dr.
Jacoby has done extensive empirical research and has published nu-
merous articles dealing with consumer decisionmaking and behavior
and the effects of various factors, including advertising, upon consum-
ers (Tr. 9484-9513).

III. THE MARKET RESEARCH AND OTHER DOCUMENTARY EXHIBITS
OFFERED BY COMPLAINT COUNSEL ARE RELIABLE

A. Image and Advertising Penetration Studies
1. CX 346: The Assets and Liabilities Study (1967)

96. The 1967 “Assets and Liabilities Study of Adult Analgesics” (CX
346) was designed by Dancer-Fitzgerald-Sample, Inc., and executed by
Crossley Surveys for Sterling Drug, Inc., the manufacturer and mar-
keter of Bayer brand aspirin. Its stated purpose was to “provide assets
and liability profiles for Bayer Aspirin and other leading brands of
analgesics products,” and to “serve as a ‘benchmark’ against which
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data from future assets and liabilities studies may be measured” (CX
346C; Miller, Tr. 209-10). It is a replication of an earlier study that
Crossley Surveys had done for Dancer-Fitzgerald-Sample (hereinafter
“DFS”) (Leonard, Tr. 88-89).

97. The survey of households through personal interviews was de-
signed and executed by highly experienced individuals and compa-
nies. Dancer-Fitzgerald-Sample, Inc. is a major national advertising
agency. It held the Bayer Aspirin account of Sterling Drug, Inc. at the
time the study was performed. DFS designed many consumer re-
search studies for its clients, who included General Mills, Hanes and
CPC (Miller, Tr. 208-09). Lloyd C. Miller, who designed CX 346, was
and is Vice-President and Associate Director for Research of DFS. Mr.
Miller testified concerning the design and analysis of the study. He
had held his position with DFS for 13 years at the time of his testimo-
ny. His academic background includes a Bachelor’s degree in Busi-
ness Administration from City College of New York and an MBA from
New York University. He had been involved in conducting all types
of marketing research for over 16 years at the time of the 1967 study
(Miller, Tr. 206-07). ‘

98. Crossley Surveys, Inc. has over 50 years’ experience in sample
~survey research for all types of clients, including manufacturers,

media, government, and advertising agencies. It has conducted atti-
tude studies, new product research, media research and public opin-
ion research for a variety of clients including Gillette, General Foods,
American Oil and Texaco (Leonard, Tr. 86-87). [24]

99. Franklin B. Leonard, who personally supervised the execution
of the 1967 Assets and Liabilities Study, is President of Crossley
Surveys, and has been employed at the company for 26 years. He
holds a B.S. degree in Industrial Engineering from Yale University,
and since has held positions at Crossley ranging from trainee to
project director (Leonard, Tr. 83-87).

100. The sample for this study was a “multi-stage stratlﬁed area
sample.” The sample design provides for the selection of individual
respondents by dividing the country as a whole into smaller and
smaller units, from major markets to minor civil divisions to blocks,
and from blocks to households. “Stratification” refers to that control
designed to insur that the sample fairly represented diverse demo-
graphic attributes of the population as a whole. Such stratification
related to sex (that it was half men and half women), and to geogra-
phy. The sample was designed to be representative of the U.S. popula-
tion in terms of the proportional representation of the four
geographical regions, three sizes of standard metropolitan statistical
areas and one size of nonmetropolitan counties in the U.S. (Leonard,
Tr. 95-96). Thirty-five primary units, or markets, were selected from
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a national probability sampling frame of 80 primary sampling units
to be representative of the whole United States. Within those 35
“markets, Crossley Surveys selected minor civil divisions in proportion
to their relative population (Leonard, Tr. 97-98). Within individual
divisions, urban block clusters were selected systematically from cen-
sus block statistics whenever that was possible. Once a particular
block was selected, a random technique was used to designate a start-
ing point on the block for interviewers to commence their interview-
ing. From that starting point, interviewers were given explicit
instructions on which houses to contact (CX 1007). These instructions
left no discretion in the hands of the interviewer (Leonard, Tr. 100).

101. The sampling procedure outlined above is consistently used by
Crossley Surveys. It yields results upon which marketing decisions
are made (Leonard, Tr. 102-05). The procedure was discussed with,
and explicitly approved by, Dancer-Fitzgerald-Sample, Inc. (Leonard,
Tr. 102).

102. The 1967 “Assets and Liabilities Study” was executed accord-
ing to Crossley Surveys’ normal survey procedures. Most of the field
work supervisors and interviewers on the project were people with
whom Crossley Surveys had had substantial favorable experience
(Leonard, Tr. 107). All interviewers were personally briefed by their
supervisors and provided with detailed written instructions for ad-
ministering the questionnaire (Leonard, Tr. 87, 107-10; CX 1000,
1002).

103. The questionnaire for this study consisted of a notebook with
31 pages. Each page was a self-contained rating scale [25] on a sepa-
rate attribute, positive ratings at the top and negative ratings at the
bottom. The rating of the products was to be made by the interviewees
by inserting cards bearing the names of products into one of six pock-
ets, corresponding to the intensity of their feeling about those
products on each attribute (CX 346D, Z158-160).

104. The design of CX 346 was similar to that of other image studies
commissioned by DFS (Leonard, Tr. 86-88). And the “Assets and
Liabilities” type of notebook-questionnaire used in this survey had
been used by DFS since 1953 or 1954 for major clients such as General
Mills and Falstaff Brewing Company (Miller, Tr. 214). This study
design is comparable in quality to others for measuring images of
products (Leonard, Tr. 94).

105. Validation of interviews at Crossley Surveys was a two-step
procedure, conducted both by interview supervisors and then by
Crossley’s headquarters (Leonard, Tr. 110, 115, 138-39; CX 1001). This
process provided a total of 15% of total interviews validated. As a
third check on the interviewers’ work, DFS itself validated an addi-
tional 10% of the interviews (Miller, Tr. 229-30).
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106. Coding of the results of the survey was performed by Crossley’s
editing and coding department. A trained, experienced editor was
normally responsible for that task. Given the absence of open-ended
questions on the questionnaire necessitating interviewers’ recording
verbatim responses, coding for this project was a ministerial task.
After the coding and editing tasks were accomplished by Crossley, the
results were delivered to DFS, which analyzed them and prepared the
report (Leonard, Tr. 115-16; Miller, Tr. 235).

107. The 1967 study was not conducted in anticipation of litigation.
Sterling Drug, Inc. was DFS’ client and requested the study in the
regular course of business. Sterling was satisfied with the quality of
the work and its presentation (Miller, Tr. 209-10, 235-36). Crossley
Surveys itself had no direct contact with Sterling Drug, Inc. nor any
interest in any particular outcome of the study (Leonard, Tr. 87).

2. CX 310: The 1969 Excedrin Study

 108. The “1969 Excedrin Study” (CX 310) was designed by Young
& Rubicam, Inc. for and in consultation with Bristol-Myers Company
(Rosenbluth, Tr. 2865-66). It was a follow-up of an earlier survey
conducted in 1966 and was intended to serve as a study of the penetra-
tion of Excedrin’s advertising; of Excedrin’s image among consumers;
of the public’s use of [26] different brands of analgesics; and of con-
sumer’s “wants and needs” in analgesics (CX 310J-K). ‘

109. Leon Rosenbluth testified for complaint counsel regarding the
design of the survey. At the time CX 310 was conceived, he was the
manager of survey research for Young & Rubicam, Inc. (Rosenbluth,
Tr. 2856). Mr. Rosenbluth holds a Bachelor’s degree in statistics from
City College of New York and a Master’s degree from New York
University in sociology. He has had considerable experience in the
design and analysis of market and advertising research (Rosenbluth,
Tr. 2856-60). Young & Rubicam, Inc. is a major advertising agency
with a research department that has performed advertising research
for numerous major corporaté clients, such as Union Carbide, Rem-
ington and Proctor & Gamble (Rosenbluth, Tr. 2860). It is the advertis-
ing agency for Bristol-Myers for Excedrin.

110. William Nudorf testified for complaint counsel regarding the
execution of CX 310. At the time the study was executed, Mr. Nudorf
was field director of Grudin Appel, a full-service market research
organization. His responsibilities included coordinating the field-
work/interviewing tasks with the sampling and coding tasks associat-
ed with the study to insure that quality was maintained throughout.
Mr. Nudorf and his subordinates did not know for whom the study
was being performed (Nudorf, Tr. 2901-05). Mr. Nudorf holds a degree
in journalism from the Pennsylvania State University, with a major
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in advertising. He had 14 years’ experience in market and advertising
research at the time the study was executed (Nudorf, Tr. 2898-2900).
Grudin Appel was chosen by Bristol-Myers to execute the study. It
had an excellent reputation among its clients and made consistent
- efforts to attract the best people in the market research field. Its
clients included major advertising agencies, such as Young & Rubi-
cam and BBD&O, and major consumer goods manufacturers, includ-
ing General Foods, Gwaltney and ITT-Continental Baking (Nudorf,
Tr. 2901-02; Rosenbluth, Tr. 2865, 2868).

111. Stanley Randall testified regarding the analysis of the survey
results. At the time he analyzed those results for Young & Rubicam,
he had been a research consultant with 15 years’ experience in mar-
keting and opinion research. His consultancy clients had included
other major advertising agencies, such as J. Walter Thompson and
McCann-Erickson, and his responsibilities involved all aspects of re-
search from initial client contact to study design, questionnaire de-
sign, analysis, report preparation and presentation. Mr. Randall was

“hired by Leon Rosenbluth to analyze the results of the 1969 Excedrin
Study on the basis both of excellent recommendations and of a review
of initial drafts that he had worked on (Randall, Tr. 2978-80; Rosen-
bluth, Tr. 2871-73). [27]

112. At the direction of Bristol-Myers, the sample for this survey
was limited to Nielsen “A” and “B” counties (urbanized counties)
across the United States (Rosenbluth, Tr. 2866). Grudin Appel was
well-equipped to design and implement a probability sample of these
urban areas. It had developed a master sampling plan based upon
standard metropolitan statistical areas (SMSA’s) and their contigu-
ous counties (CX 1056). These areas accounted for over two-thirds of
the national population. Interviews were apportioned to each U.S.
geographic region based on that region’s share of the total SMSA
population. A sampling frame was constructed for each region, and
within each region’s sampling frame, sampling points were distribut-
ed over the population by using randomized procedures (Nudorf, Tr.
2932-45; CX 1056; CX 1057A-L).

113. Grudin Appel performed survey research using sampling
procedures of this type on a frequent basis. This study therefore pre-
sented no unusual tasks to be performed (Nudorf, Tr. 2904-06).

114. Interviewers were given extensive instructions to implement
the sampling plan. These instructions were sufficiently detailed to
prevent the interviewers from exercising discretion in selecting re-
spondents (CX 1057M-Q; Nudorf, Tr. 2942-44). This sampling proce-
dure was typical of that used in other advertising penetration and
image studies, and it produced a result that was projectable to all “A”
and “B” counties in the United States (Nudorf, Tr. 2944-45).
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115. The study was conducted according to Grudin Appel’s regular
standards of professional quality in all respects. The questionnaire
was pretested and extensive instructions regarding its administration
were given to interviewers. The instructions given to interviewers
had been tested and proven in the past. By 1969, they were so stan-
dardized that Mr. Nudorf did not have to rewrite them for each sur-
vey. Rather, he would review them for their suitability for particular
surveys (Nudorf, Tr. 2909-30).

116. The interviewers used in this project worked for supervisors
whom Mr. Nudorf had selected as the best he knew of in each met-
ropolitan area; he had developed that level of familiarity and exper-
tise in selecting supervisors over a 10-year period while he was
employed by the research department of a major ad agency, traveling
throughout the country doing advertising research (Nudorf, Tr. 2946).
Interviewers were thoroughly trained to administer the question-
naire by their supervisors, who validated a portion of interviews after
they were completed. Between 15.nd 20 percent of all completed
interviews were validated by Grudin Appel, and if any discrepancy
arose in any portion of an interviewer’s work, all of that interviewer’s
work would be validated. This validation was performed by Grudin
Appel’s in-house staff (Nudorf, Tr. 2948-[28]50). The coding of the
completed questionnaires was performed by Grudin Appel’s large and
experienced coding department. Tabulations of the coded question-
naires were performed by Donovan Data, a company with a good
reputation for processing data (Nudorf, Tr. 2951-52).

117. Stanley Randall prepared the final report of CX 310. Before
analyzing the data, he checked the coding of the questionnaires. He
also checked the final tables prepared under his direction against the
original tabulations before beginning any analysis for the final re-
port. The final report of CX 310 was accepted by Young & Rubicam
(Randall, Tr. 2985-92).

3. CX 347/348: Study of Vanquish’s Market Opportunities (1970)

118. The 1970 “Study of Vanquish’s Market Opportunities” was
designed by Benton and Bowles, Inc., an advertising agency, for Ster-
ling Drug, Inc., as part of the development of an advertising campaign
for Vanquish. CX 347 was designed to measure consumers’ attitudes
toward analgesics in general, their opinion of some leading analgesic
brands, including Vanquish, and to determine what sort of consumer
Vanquish was most likely to attract (CX 347E).

119. Joseph Pernica, the Associate Research Director and Vice-
President of Benton and Bowles, Inc. at the time had full responsibili-
ty for developing the design, methodology, and questionnaire for the
survey, and for overseeing its execution (Pernica, Tr. 1893). He testi-
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fied for complaint counsel concerning those areas. Mr. Pernica is an
experienced market researcher who had devoted 10 years to the field
by 1972. His experience includes six years as manager of market
research for J. Walter Thompson, another major advertising agency.
Mr. Pernica’s academic background includes a Bachelor’s degree in
Business Administration from the University of Prague and a Master
of Economics degree from Sydney University in Australia (Pernica,
Tr. 1887-89).

120. Liberman Research Corporation of New York was responsible
for executing CX 347. Arnold Fishman, the Vice-President of Lieber-
man Research, testified for complaint counsel concerning the proce-
dures used for conducting the study, including sampling procedures,
interviewing, and coding and tabulating. Lieberman Research is a
large marketing research company which also performs some public
opinion research. Three-quarters to ninety percent of its work, howev-
er, is consumer research like the Vanquish study. Lieberman Re-
search’s consumer research clients include General Foods,
Bristol-Myers, Sterling, and most of the major advertising agencies
(Fishman, Tr. 1284). Lieberman had a high reputation for quality
work with advertising agencies (Pernica, Tr. 1889). Arnold Fishman
started as a Research Assistant and became a Vice-President of Lieb-
erman [29] Research after five years’ experience with the organiza-
tion. He holds a Bachelor’s degree in Psychology from Brooklyn
College and has completed all the requirements for a Master’s Degree
from City University of New York except his thesis (Fishman, Tr.
1281-82).

121. The sampling procedure for the 1970 Vanquish Study was
developed by Lieberman Research according to specifications set by
Joseph Pernica of Benton and Bowles. These specifications included
the sample size, the number and type of markets in which the survey
would be conducted, and the desired 50/50 sex distribution of the
respondents. Benton and Bowles instructed Lieberman to investigate
the Mid-Atlantic and Pacific regions and also wanted to concentrate
some interviews in three known high-share Vanquish markets, Atlan-
ta, New Orleans and Oklahoma City. Lieberman Research was given
a list of cities in the Mid-Atlantic and Pacific regions and chose the
cities in which it had the best interviewers (Fishman, Tr. 1292-93;
Pernica, Tr. 1918-19).

122. Within each market chosen, the sample was randomly selected
from addresses listed in telephone directories. A random number was
picked as the page on which to enter each phone book, and to get to
successive pages, a skip interval equal to the number of remaining
pages divided by the number of desired interviewing, clusters was
determined. In order to minimize the sampling error due to use of
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telephone listings, interviewers were instructed to interview a resi-
dent of the house adjacent to the one picked from the phone book
(Fishman, Tr. 1299-1301). This procedure left no discretion to the
interviewer in selecting respondents.

123. This sampling procedure was standard at Lieberman Research,
and the sampling instructions given to interviewers were the compa-
ny’s standard written instructions (Fishman, Tr. 1339-40; 1300). It
was not designed to produce a national probability sample. However,
Lieberman considered the degree of deviation from strict adherence
to all probability standards in this sampling pattern to be small and
typically recommended that marketing decisions could be made based
upon the data generated (Fishman, Tr. 1367-68).

124. The Vanquish Study was based on personal interviews. The
questionnaire was carefully reviewed and revised by Arnold Fishman
at Lieberman Research in order to eliminate ambiguities and to en-
sure correct question order. After it was put into final form, it was
pretested in the field to ensure that it could be easily administered.
The pretesting indicated that there were no significant problems with
the interview (Fishman, Tr. 1295-97). Lieberman Research chose its
interviewers and supervisors carefully, using only supervisors who
were known to have done timely work of high quality in the past, and
encouraging the supervisors to use only their best inter[30]viewers.
The supervisors were responsible for training interviewers, for pass-
ing on Lieberman Research’s standard written instructions, for acting
as intermediaries between them and the central office, and for valida-
tion of the interviewer’s work. Lieberman did not rely solely upon the
supervisor’s validation, but validated an additional fifteen percent
(15%) of all questionnaires in the central office. If validation of an
interview uncovered a problem, all the work of that interviewer
would be validated. In addition to these two validations, a third vali-
dation check was run by an outside service to ensure objectivity (Fish-
man, Tr. 1317-18).

125. Coding, keypunching and tabulations were performed by Lieb-
erman Research according to its normal procedures for studies of this
type. The codes for open-ended answers were developed by Lieberman
Research’s coding staff under Arnold Fishman’s supervision. Joseph
Pernica, of Benton and Bowles, approved the final codes (Pernica, Tr.
1929). A portion of every coder’s work was checked by the coding staff
supervisors to verify that coders were correctly interpreting verbatim
responses (Fishman, Tr. 1319-21). Keypunching and tabulations were
performed by Data Probe, a research computer company selected by
Lieberman Research with the approval of Benton and Bowles, Inc. All
of the coded questionnaires were “machine-cleaned” (checked for the
logic of responses) and all the keypunching was verified by machine
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at Data Probe. Data Probe produced the tabulations of the results, CX
348, according to specifications set by Benton and Bowles, and Lieber-
man Research checked the tables for conformity with those specifica-
tions. Mr. Pernica received the tabulations from Lieberman Research
and used them as the basis for his analysis presented in CX 347
(Fishman, Tr. 1321-25; Pernica, Tr. 1929-30). ~

4. CX 326: 1971 Advertising Penetration Study

126. CX 326, a telephone survey, was designed and analyzed by Ted
Bates & Company, Inc., and was conducted by Valley Forge Informa-
tion Services (hereinafter “Valley Forge”), for Bristol-Myers Corpora-
tion (CX 1019-20). Its purpose was to measure the advertising
penetration of Bufferin and other OTC analgesics (CX 326C, E-K; CX
1009). The questionnaire design is typical of earlier Bates penetration
. studies, many of which were also performed for Bristol-Myers Corpo-

ration. Two other such studies were identified and cited as compara-
ble, earlier penetration studies in the final report (CX 326D).
Employees of both Ted Bates and Valley Forge testified that the
questionnaire was typical of those used in assessing advertising pene-
tration (Weitz, Tr. 731; Fratto, Tr. 810).

127. Ted Bates and Company, Inc. is the advertising agency for the
Bristol-Myers Company for Bufferin. Ms. Anne Jack [31] (formerly
Anne Weitz),3 a Vice President of Bates, testified for complaint coun-

- sel regarding the design and analysis of CX 326. Ted Bates’ research
department performs a wide range of research on all types of products
for its clients (Weitz, Tr. 809). Ms. Jack has a Bachelor’s degree from
Holland College and a Master’s degree from Duke University, both in
psychology. She had worked for Ted Bates on research positions since
1960, and advanced within the agency from Project Director (in 1964)
to Vice-President (in 1973). Her responsibility had included designing
questionnaires since 1960 (Weitz, Tr. 807-10).

128. Valley Forge Information Services, a wholly owned division of
Burlington Industries, is a market research firm with extensive ex-
perience in telephone surveys. Although it was originally formed in
1966 to work only for Burlington, it expanded to offer its services to
other research companies, advertising agencies, and manufacturers,
primarily involving telephone surveys (Fratto, Tr. 718-19). Kenneth
Fratto was the President of Valley Forge from its inception until
February 1977. He has a Bachelor’s degree from Colgate University
in Economics, and a Master’s degree in Marketing from the Columbia
Graduate School of Business. He. worked in marketing research for
Alfred Pollitz Research and Ogelsby, Benson Advertising Agency

3 When Ms. Jack testified with respect to CX 326, during the Joint Hearings of 1977, her name was Anne Weitz
(Jack, Tr. 6095). Accordingly, all citations which refer to her 1977 testimony appear here as “(Weitz, Tr. ___)".
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from 1957 to 1966, and rose to the position of senior vice-president in
Alfred Pollitz Research in 1966. He has conducted over 300 studies in
media research, product testing, advertising research, and market
penetration (Fratto, Tr. 716-17). ,

129. The sample for the 1971 Ted Bates Advertising Penetration
Survey was designed to be a national probability sample based upon
telephone listings (CX 326Z004). Both Ted Bates and Valley Forge had
done national probability samples before. Valley Forge had developed
the capability for doing such samples during 1969-1970 and had done
about one per month since then (Weitz, Tr. 819-20, 836).

130. Valley Forge designed the sampling plan for this survey very
carefully. The first step was the construction of a “master probability
sample.” This was obtained by dividing up the entire country, accord-
ing to published photostats from the Census Bureau, first into a cen-
sus region, and then into four city-size classifications within the
census regions. The “sampling points” within the four city-size clas-
sifications are randomly selected from within the counties listed in
each classification. While one could obtain any number of sampling
[32] points, the one hundred points used in this survey were found
more than adequate by Kenneth Fratto (Fratto, Tr. 737-38).

- 131. The telephone numbers of individual survey respondents were
selected randomly from within these sampling points. Telephone
directories were obtained from telephone companies for each county
in the master sampling plan, a standing order being placed with each
company to ensure that the directories were current. If, for example,
1,000 completed interviews were required, 2,500 numbers would be
selected, 25 from each of the 100 sampling points in the master sam-
ple. A randomized “‘skip pattern” within each phone book, starting
from a random starting point, would also be established (Fratto, Tr.
738-40). _ ,

132. All interviewers were instructed orally about the correct way
to select a particular column on a page and a particular number down
in that column. In other words, the smallest detail was attended to as
carefully as the drawing of the original master sample (Fratto, Tr.
739-41). In order to minimize a nonresponse bias, each number at
which there was no response received two call-backs (Fratto, Tr. 744).

133. The questionnaire was easily administered, because it required

- no skips and very simple probes (CX 1009). Nevertheless, all inter-

viewers received both written and oral instructions in conducting the
interviews (CX 1021; Fratto, Tr. 740). In addition, training of the
interviewers involved actual testing of their ability by supervisors
who had at least one year’s experience in interviewing and who were
experienced in dealing with people (Fratto, Tr. 724). This degree of
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care in conducting interviews was a standard procedure at Valley
Forge (Fratto, Tr. 720).

134. The interviewers’ WATS lines were connected to a monitoring
facility so that each interview could be listened to as it was conducted
without the interviewers being aware of the monitoring process (Frat-
to, Tr. 742). In addition, all completed questionnaires were checked by
Valley Forge’s supervisors for thoroughness and accuracy. Finally,
there would be a third check by a group of editors who would review
the questionnaires before they were sent to the client (Fratto, Tr. 745).

135. Coding, keypunching and tabulation were performed by Ted
Bates after it received the completed questionnaires (Fratto, Tr. 745).
Because the questionnaires contained open-ended verbatim re-
sponses, Ted Bates employees expended a large amount of time and
effort in developing appropriate codes for the verbatims despite the
fact that the basic framework for coding had been developed during
earlier Bates market penetration studies (Weitz, Tr. 823-24; CX 1016).
[33]

136. The mechanics of coding and tabulting were performed by
hand by Ms. Jack herself and a trainee under her close supervision
(Weitz, Tr. 826).

5. CX 345: The 1973 Headache Remedy/Pain Reliever
Usage and Advertising Penetration Study

137. CX 345, a telephone survey, was designed to determine current
advertising penetration and usage levels of selected analgesics (CX
345C). The study was designed, executed and analyzed by Sobel-Chai-
kin Research Associates at the request of and in cooperation with
American Home Products Corporation (Sobel, Tr. 461-64). Sobel-
Chaikin Research Associates is the research division of Market Probe
International (hereinafter, “M.P.1.”’), an organization formed in ap-
. proximately 1964 to perform market research, computer analysis and
data processing for manufacturers and advertising agencies. Its major
clients include Pan American Airlines, IBM, Citibank, and Doyle
Dane Bernbach (Sobel, Tr. 451-53). Charles Sobel testified for com-
plaint counsel regarding both the design and the execution of CX 345
for which he had ultimate responsibility. Mr. Sobel is Senior Vice-
President and Director of the research group at M.P.L, and the
founder of Sobel-Chaikin Research Associates. At the time of the
survey, he had approximately 23 years” experience in market survey
research similar to CX 345. Indeed, almost every consumer survey
_ that Mr. Sobel had been involved in had some questions that related
to advertising penetration (Sobel, Tr. 447, 451-52, 455, 457-66).

138. The study design called for a telphone sample to be randomly
selected from telephone directories in 10 major urban markets (CX
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345C; CX 1007; Sobel, Tr. 467-68). Interviewers in each market were
assigned a random starting page in the telephone book for that mar-
ket and were instructed to skip a random interval number in order
to obtain each succeeding page (CX 1007). They were instructed. to
start at the top of the second column of each page and proceed down
the column until they had completed a series of five interviews. These
instructions left no discretion to the interviewer in the selection of
respondents (Sobel, Tr. 467-68).

139. The questionnaire for this survey was short, and it was easy
to administer because it contained few skip patterns for interviewers
to follow (CX 345 Z101-104). The questions were unambiguous and
were directed both to advertising recall and usage of analgesics. The
questionnaire was developed in consultation with American Home,
and was typical of those used previously by Sobel-Chaikin for advertis-
ing penetration studies (Sobel, Tr. 461-62; 484).

140. The survey was conducted according to standardized proce-
dures followed by Sobel-Chaikin Associates in all their [34] research
work. All interviewers received extensive instructions regarding the
administration of the questionnaire and were personally trained by
supervisors who were known to the principals of the firm or to one of
their field supervisors, on the basis of prior favorable experience
(Sobel, Tr. 471-72). Completed interviews were validated in a two-step
procedure. Supervisors were instructed to validate work received
from all their interviewers. In addition, 15% of the completed inter-
views submitted by supervisors were validated by an outside valida-
tion service hired by Sobel-Chaikin (Sobel, Tr. 477-81).

141. M.P.I’s in-house coding department coded the responses on the
completed questionnaires. The task involved building codes for ver-
batim responses to open-ended questions on the questionnaire asking
about advertising recall. The final codes were prepared by Mr. Sobel
and were approved by American Home. Checks on the quality of
coding were supplied by M.P.1’s coding supervisor and by having
individual coders redo each other’s work for comparison purposes
(Sobel, Tr. 483-85; CX 1005-06).

142. M.P.I.’s own data processing group keypunched the completed
questionnaires. The keypunching was performed by experienced oper-
ators and was checked both by verification and by automatic controls
placed into the computer programming that produced the tabulation
runs. The tabulation plan was developed in accordance with specifica-
tions approved by American Home Products. The report of CX 345
was prepared by Mr. Sobel and was submitted to American Home
(Sobel, Tr. 484-87).
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6. CX 349: “The Leavitt Study” (1975-1976)

143. Dr. Clark Leavitt, an expert witness in the design and analysis
of research which measures consumers’ images and beliefs about
products (Leavitt, Tr. 6160-72; CX 701), testified concerning a con-
sumer telephone survey he designed for the Federal Trade Commis-
sion.

144. Dr. Leavitt holds a Ph.D. degree in Social Psychology from the
University of California. He has taught at two colleges and now
teaches at the Ohio State University, concentrating in various subdis-
ciplines of psychology including social psychology, consumer behavior
and research methodology (Leavitt, Tr. 6160-62). He supervises
graduate and post-graduate student research and conducts research
for publication in professional journals (CX 701). He also currently
designs and conducts applied research as a consultant for clients,
including advertising agencies (Leavitt, Tr. 6166-69).

145. Dr. Leavitt has had extensive experience in the design and
implementation of consumer research related to effects of advertising
and to consumer attitudes and images about products. He has worked
in marketing and consumer research for two advertising agencies,
E.H. Weiss & Co. (1955-1957) and Leo [35] Burnett Company (1957-
1972). At Weiss, Dr. Leavitt conducted exploratory consumer research
on basic consumer beliefs and motives, and the relationships between
advertising, public awareness and sales. At Leo Burnett, he super-
vised all marketing research for a group of clients, and became cre-
ative research supervisor and thereafter Director of the
Communications Laboratory. He was responsible for the design of
marketing research for all of Burnett’s clients, including Proctor &
Gamble, Pillsbury, Carter-Wallace, All-State Insurance, Motorola,
Pfizer, and manufacturers of drug products. Research for many of
these clients concerned consumers’ purchases and opinions about
products and their awareness of advertising, and many of his projects
have involved the development of rating scales to measure consumer
perceptions of predispositions. He has supervised or conducted thou-
sands of studies which test consumers’ beliefs and attitudes (Leavitt,
Tr. 6162-65).

146. Dr. Leavitt’s own research has involved the measurement of
the relationship between the advertising and the stability of people’s
opinions or attitudes; other research involves distributions of adver-
tising schedules, patterns of forgetting with respect to advertising,
and source credibility. At least 50% of the articles he has published
in professional journals have involved research measuring attitudes,
beliefs or images. Dr. Leavitt is an active member of the American
Marketing Association, the Association for Consumer Research, the
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American Psychological Association and the American Association
for Public Opinion Research. He is a former President of the Division
of Consumer Psychology of the American Psychological Association
and has served on the editorial boards of various professional publica-
tions (Leavitt, Tr. 6166-70; CX 701).

147. Dr. Leavitt is well qualified as an expert in the design and
analysis of consumer research which measures consumer images, be-
liefs and attitudes about products (F. 14446, supra).

The Design of the Study

148. Unlike the other image studies in evidence, the questionnaire
and methodology of CX 349 were designed by Dr. Leavitt to measure
respondents’ comparative beliefs about the effectiveness, speed,
strength and gentleness of Bufferin, Excedrin, Anacin and aspirin.
The products and the four performance attributes that he surveyed
were specified by the FTC staff before he began to design the study
(Leavitt, Tr. 6173-77). The control of response bias was one of Dr.
Leavitt’s primary considerations in the design of the questionnaire
(Leavitt, Tr. 6178-81). 7 :

149. The effect of Question 1 of Dr. Leavitt’s questionnaire was to
inform respondents that they would be asked about four [36] separate
products in the survey: Anacin, Bufferin, Excedrin and aspirin (CX
349W). The word “aspirin” was chosen by Dr. Leavitt as a product to
rate along with Bufferin, Excedrin and Anacin because of his under-
standing of the nature of this case as explained by complaint counsel,
and because of his belief that for the purposes of the study, the word
“aspirin” was the most sensible one (Leavitt, Tr. 6179-81, 6187, 6191).

150. Questions two (2) through five (5) of the Leavitt questionnaire
set forth the basic rating scale constructed by Dr. Leavitt to measure
consumers’ beliefs about these products on the four attributes of inter-
est. The scale consisted of four verbal points: “extremely,” “very,”
“fairly” and “not.” Consumers were asked to rate the effectiveness,
speed, strength and gentleness of each of the four products on this
scale (CX 349W; Leavitt, Tr. 6182-85). His method permitted a conclu-
sion about comparative image held by individual consumers about the
four products without asking them a direct but leading question about
their comparative image with regard to a particular product attrib-
ute. :

151. A comparative question such as “Do you believe that Bufferin
is a more effective pain reliever than aspirin,” could have produced
biased results (Leavitt, Tr. 6179). For one thing, such a direct, com-
parative question suggests that Bufferin and aspirin do perform dif-
ferently (Leavitt, Tr. 6179-80). Moreover, there are 'general
tendencies, or “sets,” among many consumers to answer “yes”
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throughout or “no” throughout to all interview questions that are put
to them in that form (Leavitt, Tr. 6180). This positive or negative set
may manifest itself in uniform answers to “yes/no” questions regard-
less of what the substance of the question is. Asking absolute or
neutral questions of respondents avoids this bias (Leavitt, Tr. 6180-
81).

152, The four-point rating scale used in the Leavitt questionnaire
provides an acceptable measure of the intensity of a consumer’s belief
about a product on a particular attribute. The four points in the scale
have an ordinal relationship to each other in the sense that “extreme-
ly” ratings are appreciably more intense than “fairly” ratings, which
are in turn more intense than “not” ratings (Leavitt, Tr. 6182-83).
Based on his experience, Dr. Leavitt believed that the four point scale
should provide for more positive responses (“extremely,” “very” and
“fairly”) about a product than negative ones (“not”) because people
tend ordinarily to rate products more positively than negatively. Ac-
cordingly, more steps on the positive side of the scale are necessary
to compensate for this predisposition (Leavitt, Tr. 6183-84).

153. A neutral response was not included in the scale in order to
increase the sensitivity of responses. It is known that some portion of
the population tries to avoid either a [37] positive or negative response
to particular questions asked in a survey. Failure to provide for a
middle-of-the road response overcomes that tendency and encourages
a true response (Leavitt, Tr. 6184).

154. Dr. Leavitt had considerable experience with rating scales
using the four adjectives used here (F. 153, supra,; Leavitt, Tr. 6182-
83). Based upon his review of the literature and upon his extensive
experience, he concluded that the steps on a rating scale ought to be
anchored by verbal descriptions rather than by simple numbers like
a thermometer (Leavitt, Tr. 6182-83). He had found that a verbally
anchored scale produced more reliable, more stable kinds of data than
other scales he had tried which relied upon numbers or other tech-
niques to anchor its points (Leavitt, Tr. 6183). ;

155. Because the ratings of products in a series may be effected by
the order in which the products are presented (order or position ef-
fects), the study design included a control on that bias by rotating the
order in which products were presented to respondents for rating. One
quarter of the sample started out with each different product out of
the four and ended with each different product (Leavitt, Tr. 6180,
6188-89; Crespi, Tr. 2274, 2276; CX 349W, CX 352B).

156. On the other hand, the order of presenting product attributes
(as opposed to products) was not rotated because Dr. Leavitt believed
it was necessary to start all interviews with a specific performance
attribute rather than a general one. “Effectiveness” is a general at-
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tribute in the sense that it evokes consumers’ overall assessment of
an analgesic product (Leavitt, Tr. 6189). Asking for a general rating
first may produce another type of response bias, i.e., creating an early
commitment in a respondent to an overall favorable or unfavorable
evaluation of a product that would affect his subsequent ratings of
other attributes (Leavitt, Tr. 6189). In order to avoid this bias, the
attributes were presented in the order of increasing generality, from
“gentleness” to “effectiveness” (Leavitt, Tr. 6189; CX 349W). And,
because the order in which the products were presented was rotated,
any consequence of the fixed order in presenting attributes for rating
would have been spread equally across all products.

The Execution of the Study

157. Dr. Leavitt determined the basic specifications for the field
work of CX 349, including the number of interviews and the sample
procedures. Between 700 and 800 interviews were decided upon to
assure that there would be enough responses to conduct meaningful
analyses which could be generalized beyond the sample itself (Leavitt,
Tr. 6186; Crespi, Tr. 2280). In Dr. Leavitt’s opinion, telephone inter-
view was the best way to obtain the information needed in the study
(Leavitt, Tr. 6186). [38]

158. Dr. Leavitt approved the selection of the Gallup Organization
to conduct the field work for this study because he believed it was an
organization that had considerable experience in drawing representa-
tive samples of the type he was considering. He was also familiar with
the excellent reputation of Dr. Irving Crespi, his contact at Gallup
Organization (Leavitt, Tr. 6175-76). Dr. Crespi testified regarding the
sample design, its implementation and about the field interviewing
procedures used by the Gallup Organization in the study. At the time
of the study, Dr. Crespi was Executive Vice President of Gallup
(Crespi, Tr. 2268). ‘

159. The Gallup Organization specializes in marketing, consumer
and public opinion survey research for clients which include many of
the major consumer goods manufacturers and marketers in the Unit-
ed States (Crespi, Tr. 2262-63). It also conducts the “Gallup Poll.” Dr.
Crespi received a Ph.D. degree in Sociology from the New School for
Social Research. He had been employed at Gallup for 20 years and
was involved. in all aspects of the organizataion’s survey research
functions, including the development of questionnaires, the proper
implementation of survey design, the reporting of results and main-
taining client contact. He has been personally involved in marketing
research for numerous major corporations. Dr. Crespi had risen to the
position of Executive Vice President at the time he left Gallup in.
April 1976, and he maintained direct supervisory responsibility for
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survey research projects until he left. Dr. Crespi has been a member
of the Board of Directors of the American Marketing Association; he
is past President of the American Marketing Association; he is past
President of the American Association for Public Opinion Research;
and, at the time of his testimony, was President of the World Associa-
tion for Public Opinion Research. He has published several articles
dealing with consumer research in professional journals in the mar-
keting field (Crespi, Tr. 2262-65; CX 702). Dr. Crespi is well qualified
as an expert in the execution of consumer research.

160. Dr. Crespi obtained specifications from Dr. Leavitt and com-
plaint counsel regarding the number of interviews to be conducted,
the fact that the survey was to be conducted by telephone, the fact
that the people under 18 were not to be interviewed, the fact that
people who were not aware of at least one of the four products sur-
veyed were . not to be interviewed, and the fact that the sample of
between 700 and 800 was to be projectable (Crespi, Tr. 2268, 2277-79;
Leavitt, Tr. 6191-92).

161. After receiving Dr. Leavitt’s questionnaire, Gallup reviewed it
and pretested it to see that it conformed to good professional practice.
The pretest led to Gallup’s recommending some modifications. The
pretesting disclosed that some respondents were unwilling to rate
products because they had not [39] personally used them, and the
introduction to Question 2 (the beginning of the rating scale) was
changed to emphasize that the interviewer was seeking their product
images regardless of whether they used the products (Crespi, Tr. 2269
-70; CX 349W). Other minor modifications were made in the introduc-
tion to the interview, in Questions 7 and 8, and in formulating the
questions designed to obtain the demographic characteristics of the
respondents. Based upon Dr. Crespi’s experience, the modified ques-
tionnaire was a standard questionnaire using techniques represent-
ing the norm in brand image research (Crespi, Tr. 2277).

162. The population of telephone numbers that was sampled by
Gallup was generated by adding a random digit to the telephone
number of respondents who had been previously interviewed in their
homes for the Gallup Poll (Crespi, Tr. 2282-84). The sampling design
used for the Gallup Poll is carefully designed to remove any personal
judgment or discretion of the interviewer as to whom to interview.
The Poll is based upon a sampling of people at three hundred (300)
separate, randomly selected points throughout the country. Sampling
points are either city blocks (in urban or metropolitan areas) or minor
civil subdivisions (in rural areas). Each interviewer for the Poll is
given a randomly selected starting assignment at a particular sam-
pling point, and is given instructions on how to proceed from resi-
dence to residence. This procedure produces a sample of households
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whose results are reasonably projectable to all households in the
nation at large (Crespi, Tr. 2285-88). To develop the reservoir of tele-
phone numbers actually sampled in the Leavitt Study, a random digit
(the number “5”) was added and subtracted to the last digit of the
telephone numbers of these sampled households. This procedure pro-
-duced a sample of residential telephone households which reasonably
represents the national population of telephone households (Crespi,
Tr. 2288; Leavitt, Tr. 6191-93).

163. The population sampled in the Leavitt Study was limited to
people over 18 years of age who were aware of at least one of the four
named products. Accordingly, the telephone sample used is represent-
ative of the people over 18 who live in households with telephones and
who heard of at least one of the four products: aspirin, Anacin, Buffer-
in and Excedrin (Leavitt, Tr. 6192-93):

164. Interviewers who conducted the telephone interviews were
given the actual telephone numbers obtained in the Gallup Poll and
written instructions on how to generate the telephone numbers to be
called in this study. They were required to record each of the tele-
phone numbers they generated and each of the numbers of the
households where they completed an interview. If a generated num-
ber was busy, or there was no answer, or a respondent of proper age
was not at home, the interviewers were instructed to call back in
another attempt to [40] complete the interview (CX 352A-C). The rate
of interview refusals and break-offs in this survey conformed with
Gallup’s experience in other telephone surveys. The overall interview
completion rate of 50% is rather low, but Dr. Crespi testified that it
conformed to Gallup’s experience in studies of this type where two
attempts are made to complete an interview (Crespi, Tr. 2295-96; CX
1053).

165. The telephone interviewers used in this Study worked for Gall-
up on a regular basis and their work was subject to systematic quality
checks by Gallup directly. The interviewers were supervised by an
interviewing department at Gallup under an experienced supervisor
with specific responsibility for the telephone interviewing staff
(Crespi, Tr. 2288-90). The interviewers were unaware of both the
purpose and the sponsors of the study (Leavitt, Tr. 6190). The inter-
viewers were under strict instructions not to deviate from the wording
of the questionnaire in any way. If a respondent did not understand
a question the interviewer was instructed to read it again but not to
reword it (Crespi, Tr. 2292). With respect to Questions 1 through 6, all
the interviewer had to do was check the appropriate response box
precoded on the questionnaire. With respect to Question 7, an open-
ended question, interviewers were instructed to write down the re-
spondents’ answers verbatim. Therefore, interviewers were given no
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discretion whatsoever in the conduct of the interview (Crespi, Tr.
2292-93). An 8% subsample of all interviewees was recontacted by
Gallup, who verified that the interviews had taken place and on the
proper topic. Gallup’s interviewers’ work had beén regularly validat-
ed by this technique in their previous work experience with Gallup
and had been shown time and again to be genuine (Crespi, Tr. 2293~
94).

166. The responses recorded by interviewers were coded by Gallup’s
experienced coding department. The questionnaire was precoded to a
significant degree, which reduced both the opportunities for inter-
viewer discretion and the complexity of the coding task. Interpreta-
tive codes were used only for responses to Question 7, which dealt with
respondents’ uses of aspirin, Bufferin, Anacin and Excedrin for things
other than pain relief (Crespi, Tr. 2292, 2297-98). Keypunching was
done by Gallup internally. The keypunched cards were verified ac-
cording to Gallup’s standard procedures, and the data were checked
for inconsistencies, or “edited.” If any inconsistencies were found,
they were either edited by the computer while tabulating the data,
which is Gallup’s standardized editing process, or the original ques-
tionnaires were checked. There were no editing problems with this
study (Crespi, Tr. 2304). At the conclusion of its assignment Gallup
delivered a “clean deck” of punched cards to Dr. Leavitt, together
with supporting materials on interviewing procedures and the key-
punching plan (Leavitt, Tr. 6196; CX 351, CX 352). [41]

167. The Leavitt Study was designed and executed by highly quali-
fied personnel, experts in their respective fields, according to well
recognized standards in the industry and using procedures consistent
with these individuals’ prior extensive e merience in the design and
execution of survey research. The results of the survey are reliable
and probative on the issues to which they are addressed.

7. CX 343, 344, 1058, 1059: The Attitude Study
In Depth of Heavy Users of Analgesics and Follow-Up

168. CX 343 and its follow-up, CX 344, were performed in 1967 and
- 1970 by Oxtoby-Smith, Inc. for Whitehall Laboratories, a division of
American Home Products Corporation. They were designed by Oxto-
by-Smith to study the images of OTC analgesic products among con-
sumers, under the supervision of Martin Weinberger, the Research
Director, who testified for complaint counsel regarding the design,
execution and analysis of CX 343 and 344. Mr. Weinberger has 15
years’ experience in designing and executing consumer attitude
studies at Oxtoby-Smith and was involved in approximately 1,000
such studies during his career with that organization. In addition to
his practical experience at Oxtoby-Smith and another major research
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organization, Mr. Weinberger holds a Bachelor’s degree and has done
graduate work in public opinion research at Columbia University
(Weinberger, Tr. 5205).: .

169. Oxtoby-Smith is one of the largest custom-design consumer
research organizations in the U.S. It designs and executes research for
a wide variety of clients and product categories. The organization
focuses on decisions about consumer attitudes and behavior (Wein-
berger, Tr. 5206). CX 343 was conducted in 1967, at the request of
American Home Products’ research director; thereafter Oxtoby-
Smith was called upon to do a follow-up study in 1970 (Weinberger,
Tr. 5219).

170. CX 343 and 344 were conducted according to Oxtoby-Smith’s
standard procedures for surveys of this type. The interviewers con-
ducting the survey were personally trained by their supervisors. The
supervisors themselves had generally been used by Oxtoby-Smith in
the past, or they were recruited for this study based upon their reputa-
tion with Oxtoby-Smith’s field directors (Weinberger, Tr. 5225).

171. The questionnaires for the two studies were drafted by Mr.
Weinberger and were approved by Whitehall’s research director
(Weinberger, Tr. 5219-20). The questionnaires were pretested accord-
ing to Oxtoby-Smith’s standard procedures (Weinberger, Tr. 5220-21).

172. The sample for the study was designed to concentrate on heavy
users of analgesics. The term “heavy” was defined as [42] those con-
sumers who took six or more pain relievers for headaches in the
two-week period prior to interview. Equal quotas were set for each of
the leading analgesic brands, and for users of nonleading brands, and
for “light” (under six pills) users of analgesics. This quota sample
design was employed, at least in part, to eliminate the possibility that
unequal numbers of users of the brands studied might bias the results
of the survey as a whole (Weinberger, Tr. 5223-24). Interviewers were
instructed to proceed on a house-to-house basis until they filled their
quotas of various users (Weinberger, Tr. 5226). These sampling proce-
dures were developed in consultation and with the approval of White-
hall (Weinberger, Tr. 5228). The sample was taken in 21 cities (CX
3437085; Weinberger, Tr. 5224).

173. The completed questionnaires were returned to the interview-
ers’ supervisors who validated 15% of all interviews done in that city.
Thereafter, the questionnaires were returned to Oxtoby-Smith and an
additional 15% of interviews were validated. These were standard
validation figures for Oxtoby-Smith (Weinberger, Tr. 5251-52). Cod-
ing was performed internally under the direction of coding super-
visors in Oxtoby-Smith’s coding department (Weinberger, Tr.
5253-54). Keypunching of those coded responses was also performed
internally with standard procedures employed to check on its accura-
cy (Weinberger, Tr. 5254). The punched cards were thereafter sent to
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an outside tabulation house for computer processing (Weinberger, Tr.
5258). The end product of this process was the series of tabulations in
evidence as CX 1058 and 1059. Mr. Weinberger then drafted reports
which analyzed this data and presented them to his client (Weinberg-
er, Tr. 5256).

B. Survey Research Measuring Consumers’ Awareness of the
Ingredients in Bufferin and Excedrin

1. CX 333: Consumer Use of Headache Remedies
and Knowledge of Their Ingredients

174. The 1964 study, “Consumer Use of Headache Remedies and
Knowledge of Their Ingredients” (CX 333), was designed, conducted
and analyzed by the Gallup Organization, Inc., for Bristol-Myers Com-
pany. It was designed to measure consumers’ awareness of the in-
gredients of eight major analgesic products, and especially their
knowledge as to whether Bufferin contained Di-Alminate as its adver-
tising campaign stressed at the time. In addition, it measured the
extent to which consumers knew that these products contained aspi-
rin (CX 333A, C, D).

175. Dr. Irving Crespi, who was Executive Vice-President of The
Gallup Organization, Inc., in 1964, testified regarding the design and
execution of the survey. His credentials, and those of The Gallup
Organization, Inc., in the field of market research are excellent (F.
159, supra). [43]

176. The sampling plan was designed to produce a national proba-
bility sample of the adult civilian population 21 years old and over
(CX 333C). This plan was used regularly by The Gallup Organization,
and differed only in two minor details from that used subsequently in
1975 in CX 349 (F. 162, supra). First, the minimum age for respond-
ents had been lowered from 21 to 18 by 1975, and second, the two
original 150-point master samples used in 1964 had been merged by
1975 into one 300-point master sample (Crespi, Tr. 2326).

177. The questionnaire used in CX 333 was easy to administer. It
was short and contained no skip patterns. The questions eliciting
unaided answers were short and clear. The order of questions asked
about the four major brands was rotated in order to control the order
effects (CX 333C, D). The questionnaire was pretested according to
Gallup’s standard procedures. Two or three interviewers conducted
three to six interviews each and then attended a debriefing session
with Dr. Crespi to discuss the pretest (Crespi, Tr. 2324).

178. The interviews were conducted according to The Gallup Orga-
nization, Inc.’s standard procedures. First, every individual interview-
er was tested in a trial assignment process before he or she could
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become a member of Gallup’s regular interviewing staff; only mem-
bers of this staff were assigned to work on the 1964 survey. Second,
interviewers for this study were provided with extensive written in-
structions in the Interviewer’s Bulletin. Third, almost all supervision
was conducted out of Gallup’s central office, so that the supervisors
reported directly to headquarters. Finally, a high percentage of com-
pleted interviews (20 to 30%) were validated by postcard (Crespi, Tr.
2327-29). Procedures for coding and keypunching were identical to
those used in CX 349 in 1975 (Crespi, Tr. 2331; F. 166, supra). Tabula-
tions of the responses were either done internally by Gallup on its
counter sorter or by an outside computer company to Gallup’s specifi-
cations (Crespi, Tr. 2331-32). The resulting tables, apart from accom-
panying analysis, are to be found on pages F, H, J, K, L, and O of CX
333.

2. CX 314: Pain Reliew}er Telephone Study

179. The 1972 “Pain Reliever Telephone Study” (CX 314) was de-
signed by Bristol-Myers Company to measure consumer usage of
analgesics in general, their opinions of major brands, and their aware-
ness of news reports about analgesics, and was conducted by Edward
Blank Research Company for Bristol-Myers Company (CX 314A). Of
special importance to this case, the study also measured consumers’
knowledge of the ingredients of five leading brands of OTC analgesics
(CX 3147Z019-7Z021; Blank, Tr. 2666-67).

180. Edward Blank testified for complaint counsel as to the execu-
tion of the 1972 survey by the Edward Blank Research [44] Company,
of which he is founder and president. His experience in the field of
market research includes the design and conduct of survey research
for National Broadcasting Company concerning the effectiveness of
their advertising, and the design of consumer studies for Benton and
Bowles Advertising Agency. Immediately prior to forming his own
company, he was manager of marketing information for ROYFAX, an
office copier manufacturer. He holds an undergraduate degree in
economics, and has taken graduate courses in marketing research
from New York University’s Graduate School of Business (Blank, Tr.
2658-63). ,

181. Edward Blank Research Company, formed in 1969, has per-
formed research for several leading corporations and advertising
agencies, including Gillette, Continental Can, and Doyle Dane Bern-
bach. Mr. Blank has been personally involved in all of the nearly two
hundred studies it has conducted (Blank, Tr. 2662-63).

182. The sampling procedure used by Edward Blank Research Com-
pany for the 1972 survey was designed to be generalizable to all adults
in telephone households within five major urban markets (New York,
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Atlanta, Chicago, Denver, and San Francisco). The sampling plan was
a standard procedure with Edward Blank Research Company and met
the requirements of Bristol-Myers Company (Blank, Tr. 2668-70).
Within each of the five urban markets selected, a quota of 60 women
and 40 men over 18 were to be interviewed. Respondents were selected
randomly from the market’s telephone book by interviewers who
were given straightforward written sampling instructions. Each in-
terviewer was assigned a randomly selected starting page, column,
and line and was instructed to contact the person so identified. Then
the interviewer was instructed to get to the next page of the book by
skipping a number of pages equal to the total number of pages in the
telephone book divided by one hundred. The interviewer was instruct-
ed to select the next respondent from the identical location on that
page as on the previous one. These instructions left no discretion to
the interviewers in selecting respondents (Blank, Tr. 2665-72).

183. Edward Blank himself took steps to insure that the interviews
for CX 314 were conducted competently. First he worked on the ques-
tionnaire he received from Bristol-Myers so that it would be easy to
administer and the questions would flow in a logical sequence. The
resulting questionnaire is a simple one, consisting almost entirely of
multiple-choice questions. It required only that the interviewer check
a box to record respondent’s answer. In addition, there are interview
administration instructions included on the questionnaire itself
(Blank, Tr. 2663-67; CX 314Z019-21). The telephone interviewing was
contracted out to independent interviewer supervisors in the five
markets sampled. Blank chose only those supervisors he knew to have
competent interviewers on their staffs either from prior experience or
recommendations. Fifteen percent (15%) of [45] all completed ques-
tionnaires were validated by an independent WATS-line company
(Blank, Tr. 2669-75).

184. Coding and tabulating were performed according to Edward
Blank Research Company’s standard procedures. The company’s own
coding department developed a coding system for verbatim responses
after studying at least one hundred responses to each question. After
the code was developed, and after its approval by Edward Blank, the
mechanics of coding would be performed under the guidance of the
department supervisor. Tabulation of the coded questionnaire was
performed by DATATAB, a data processing company selected by
Blank based upon prior satisfactory experience. The tabulations were
performed according to specifications given to DATATAB by Edward
Blank, who checked DATATAB’s work for conformity to instructions
and accuracy, and the tabulations were delivered to Bristol-Myers
Company (Blank, Tr. 2677-81). The final report consists mainly of 24
tables which measure consumers’ use of, awareness of advertising for,
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and knowledge of the ingredients of OTC analgesics (CX 314D, F-
Z018).

C. Survey Research of Audience Reaction and Recall
1. The ASI Audience Reaction Tests

185. The 174 ASI Audience Reaction Tests in evidence were con-
ducted by Audience Studies, Inc. (hereinafter “ASI”) on television
advertisements for Bufferin, Excedrin and Excedrin P.M. to measure
their effectiveness. The tests are of standardized design, and seeks to
evaluate consumer reactions to advertisements in terms of persua-
siveness, involvement and recall (CX 811A, B).

186. Gerald Lukeman, ASI’s President, testified for complaint coun-
sel concerning the design and general procedures of ASI testing. Mr.
Lukeman has primary responsibility for sales and service; he also is
involved in modification of the design of the testing when necessary.
Mr. Lukeman has worked at ASI since 1953, having had three years’
experience with a predecessor, the Schwerin Company. Prior to join-
ing ASI, he earned a Bachelor’s degree from Dartmouth College with
a major in Psychology (Lukeman, Tr. 4303-04). ASI’s field of expertise
involves research in communications, especially advertising (Luke-
man, Tr. 4305). It has measured the effectiveness of advertising in all
of the commonly used media, and it tests audiences’ reactions to
approximately 1,500 commercials every year. Its clients vary greatly
in size, but tend to be the nation’s largest manufacturers and advertis-
ing agencies (Lukeman, Tr. 4305-06). ASI has conducted tests on
commercials for OTC analgesics at a minimum frequency of 70 tests
per year [46] for at least 10 years (Lukeman, Tr. 4306-07). During the
time the ASI studies in evidence were conducted, Mr. Lukeman super-
vised the Bristol-Myers account and was responsible for the proper
execution of the tests, as well as-the follow-up with the client regard-
ing the nature of the resulting data (Lukeman, Tr. 4311).

187. Except for CX 264, all of the ASI studies were conducted in Los
Angeles. CX 264 was a test performed in St. Louis on a “David Jans-
sen” advertisement for Excedrin P.M. ASI tested the identical “David
Janssen” ad in Los Angeles (CX 263). This substitution of cities was
due to the fact that David Janssen ads for Excedrin were being tele-
vised on the West Coast, and ASI wanted to test the effectiveness of
Janssen’s ad for Excedrin P.M. in both exposed and unexposed geo-
graphic areas to see if differences existed (Lukeman, Tr. 4315). Like
all of the studies, CX 264 was analyzed by ASI’s Los Angeles staff
(Lukeman, Tr. 4315).

188. The stipulated testimony of Roger Seltzer concerned the me-

1 CX 245, 246, 249, 250, 251, 252, 253, 254, 255, 256, 257, 258, 259, 261, 262, 263, and 264.
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chanics of conducting the Audience Reaction Tests (CX 811). Mr.
Seltzer supervises ASI’s Los Angeles office which is responsible for
ensuring the appropriate execution of the tests (Lukeman, Tr. 4313~
14). Audience Reaction Tests were conducted according to a procedure
which remained virtually unchanged from 1967 to 1973 (Seltzer, CX
811B). Except for CX 264, the tests were conducted in a theatre in Los
Angeles, housing an audience of approximately 350 respondents. The
audience for CX 264 was recruited from the St. Louis metropolitan
area, where testing for that advertisement was conducted (Seltzer, CX
811C; F. 187, supra). The audience for each test was recruited, either
in person or by telephone, to attend a preview of television programs,
with no charge or obligation except that they would be asked for their
opinions of the programs they saw (Seltzer, CX 811C). As the audience
entered the theater they were given seats, and according to ASI’s
standard procedure, certain respondents were selected by ASI person-
nel to operate the dials of a recording machine at their seats designed
to measure their reactions to the materials they viewed. A second
subsample was sometimes selected to have their reactions to materi-
als they viewed monitored by basal skin resistance recorders which
were at their seats. A third subsample was selected to participate in
a “focus group” discussion held at a point in the evening after the
commercials had been viewed (Seltzer, CX 811C, D).

189. Each member of the audience was given a questionnaire folder
and while seating was being completed, he or she was asked to answer
questions about various demographic characteristics and use and
preferences for different brands of products. Finally, each respondent
was presented a list of products and asked which he/she would prefer
to receive as a door prize (see, e.g., CX 2547024-027) (Seltzer, CX
811D). [47] : :

190. After the respondents have filled out the preliminary question-
naires, they were shown a “control” cartoon (Seltzer, CX 811D-E; F.
191, infra). Next, they were shown a regular length television pro-
gram. Those with dials reacted to the program by manipulating the
dials, and at the conclusion of the television program all audience
members were asked to fill out a questionnaire about the program. It
is ASDI’s practice not to include the results of this questioning in its
reports (Seltzer, CX 811E). After the television program was shown,
the audience was told that it would be seeing a series of five commer-
cials (“commercial” material), and a five section commercial question-
naire booklet was distributed (Seltzer, CX 811E). Then the first
commercial was shown. Following the showing of this first commer-
cial the audiénce filled out the first section of its five page question-
naire (see, e.g., CX 2547028-029). This procedure continued until the
audience saw all five commercials and completed all five sections of
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the questionnaire (Seltzer, CX 811F). After the five commercials, the
audience was shown a second television program segment and filled
out a short questionnaire regarding it (Seltzer, CX 811F). Thereafter
the audience, given the impression that the pre-selection question-
naire (F. 189, supra) was the incorrect one, selected from a new
questionnaire the product they would like to win as a door prize (see,
e.g., CX 2547030). This second, or “post-selection,” prize questionnaire
was then collected (Seltzer, CX 811F). Thirty or forty minutes after
viewing the commercials, the audience was given a “recall question-
naire” which asked them to write down all they recalled about the five
commercials they saw earlier, including the products, brand names,
and details of the ads (see, e.g.,, CX 2547031). After the “recall ques-
tionnaire” was collected, door prizes were awarded, and the evening
was concluded (Seltzer, CX 811F, G).

191. Several controls used on the night of the presentation are
designed to minimize any sampling error that may have arisen in the
selection of respondents. First, of the 350 viewers in the audience who
fill out questionnaires, usually only 250 will be used. This is because
certain segments of the population tend to be overrepresented in the
theater audience, and ASI requires that the sample it analyzes ap-
proximate a distribution which is comparable to samples previously
recruited and tested by ASI (Seltzer, CX 811C). The second control
involves use of a cartoon which has been used as a standard for most
ASI sessions. The use of a “control” cartoon permits those in the
segment of the audience using dials to learn to manipulate them; it
also permits ASI employees to compare this audience’s dial reactions
to the same material (the same *“control” cartoon) reacted to by many
other audiences. If the audience’s reactions to the “control” cartoon
do not satisfy ASI that this audience is reacting in reasonable accord
with norms based on past audiences’ reactions, the data generated
through the subsequent questionnaire regarding “program” material
is discarded, and that program material retested at a later date (Seltz-
er, CX 811D- [48] E). Finally, as with the “control” cartoon, the first
commercial shown is always a “control,” i.e, a commercial tested
many times previously for which audience reaction is known. Like the
“control” cartoon, ASI monitors the audience’s reaction to the first
“control” commercial to determine if it is reacting within normal
limits established through ASI’s prior experience with reactions to
this same commercial. If the audience’s reactions to the “control”
commercial do not satisfy ASI that this audience is reacting in reason-
able accord with norms based on past audiences’ reactions, the data
generated through subsequent questionnaires regarding the “com-
mercial” material is discarded and that commercial material retested
at a later date (Seltzer, CX 811E-F).
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192. The procedure described above (F. 188-91, supra) applied to
everyone in the audience except the 10 to 12 people chosen earlier for
the group discussions; they were taken from the theater after viewing
the commercials and, in a session led by a trained ASI moderator,
they discussed, among other things, the commercials they had viewed.
These people were chosen for the focus groups based upon the opinion
of an ASI moderator that they would be willing to discuss their opin-
ions of the commercials they viewed (Seltzer, CX 811G). The ASI
moderators who conducted these discussion groups were experienced
and highly qualified (Seltzer, CX 811G). The focus group discussion
transcript was recorded verbatim with only nonsubstantive editing
for readability (e.g., CX 254, Z008-017), and was included in the final
ASI report. ASI offers five different services for clients regarding the
focus groups, including transcripts, analyses, and tape recordings of
the sessions (Seltzer, CX 811H).

193. ASI’s audience recruitment procedures are designed to
produce a sample that fairly relfects a cross-section of the population
in the recruited metropolitan areas. From each of the sampling
points, the desired quota of respondents in each age and sex group is
selected, i.e., audiences consist of approximately 50/50 sex distribu-
tion, and approximately half of the respondents are below age 35, half
are 35 or older (Seltzer, CX 811B). Further, two separate selection
procedures are used for each audience. Some viewers are recruited
through personal contacts at high-traffic locations, such as shopping
centers, in an effort to secure a sample that reflects the differing
geographic and socio-economic characteristics within that metropoli-
tan area (Seltzer, CX 811B). Others are selected via telephone, using
a “reverse directory” system. Reverse directories list telephone num-
bers by street addresses rather than names so that ASI can secure a
geographic balance among the respondents recruited by telephone
(Seltzer, CX 811B-C).

194. The questionnaires, as can be seen from examining the 17
_ reports in evidence, are designed to be self-administered by members
of the general public (see, e.g., CX 245Z2104-12). They [49] consist of
simple multiple-choice questions, and equally simple open-ended re-
call questions. In order that the testing be run smoothly, ASI’s theater
operation employs only highly qualified individuals, and it trains
them extensively (Seltzer, CX 811G).

195. Responses to the open-ended questions in the questionnaires
were coded internally by ASI’s coding department, which was ade-
quately staffed, experienced and qualified (Seltzer, CX 811H-I). Both
the supervisor and assistants checked the accuracy of coding and
resolved possible coding problems (Seltzer, CX 811H). Coding of re-
sponses to both the “main idea of the commercial” and the “recall”
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questions (see, e.g., CX 2547028, 031) included the preparation of a
recommended coding outline for each question, based upon estab-
lished criteria, which was approved by the coding supervisor and then
by the project director (Seltzer, CX 8111). Whenever possible, ASI used
the same codes in testing a particular product over a period of time
for comparisons across tests. After the project director approved the
outline, the coder coded each verbatim comment. The accuracy of
coding was checked first by the coding supervisor, and second by the
project director’s assistant if a problem arose which warranted it
(Seltzer, CX 8111).

196. Coded open-ended responses together with closed-ended (or
“check off” type) responses were keypunched twice by ASI’s internal
keypunching department to ensure accuracy. Then they were pro-
cessed by a computer. Keypunchers were experienced and qualified
(Seltzer, CX 811I). The computer printouts of coded responses which
followed keypunching were checked three times: by the coding super-
visor, the project director and by the editing department (Seltzer, CX
811J). The printouts were checked by the computer operator before
they were released from that department to a project director. The
project director reviewed and analyzed the computer output present-
ed, and approved the form of'its presentation in the final report. These
draft final reports were sent to the editing department for final check-
ing before a senior ASI employee (a Research Unit Director or a V.P.
Research) examined the final document (Seltzer, CX 811J-K). Ver-
batim audience comments (see, e.g., CX 246) were transferred by typ-
ists from the original questionnaires. ASI’s procedures permitted
corrections for only obvious spelling errors, but no changes in wording
(Seltzer, CX 811K). After the reports were completed (CX 245, 246,
249-259; CX 261-264) by the ASI office in Los Angeles, they were sent
to both the client and to that product’s account executive in ASI’s
New York office (Seltzer, CX 811K).

2. Copy Tests Prepared by Ted Bates

197. Five copy tests received into evidence (CX 267, 268, 269, 270,
271) are reports prepared by Ted Bates & Company of copy tests
performed on various Bufferin television advertisements. Except for
CX 271, these copy tests were performed [50] between February 1968
and May 1969, according to a method developed by Bates called “The
Copy Lab” (Jack, Tr. 6089).

198. Anne Jack,5 a former Vice President of Ted Bates and Compa-
ny, testified for complaint counsel concerning the design and general
procedures, as well as the mechanics of conducting these tests.

5 Anne Jack is the former Anne Weitz. Her name appears as Weitz in this document to reflect testimony or
documents which identify her as Ms. Weitz.
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199. “Copy Lab” testing was based on the use of uniform methods
of recruiting, questioning of respondents and reporting of results in
all studies (Jack, Tr. 6089). When Bates determined to “Copy Lab”.
test the advertisements reflected in the above-mentioned reports, it
contacted Graham Research, an independent contractor, and advised
it of that determination. Bates then supplied this independent con-
tractor with films of the advertisements to be tested, the question-
naires to be administered, specifications for the size of the sample, and
recruiting quotas in terms of age, sex and education (e.g, the “Copy
~ Lab” sex quota specified 100 percent women) (Jack, Tr. 6089-90).
With complete instructions, the independent contractor implemented
the “Copy Lab” procedures. First, they positioned a specifically de-
signed trailer in a shopping center in New York or New Jersey. From
the shopping center, Graham recruited customers who, if they fit
within the recruiting quotas above mentioned, were invited to enter
the trailer and participate in the test (Jack, Tr. 6090).

200. A preliminary questionnaire was administered to respondents
(see, e.g., CX 299T-W). After filling out the preliminary questionnaire,
respondents were shown a short film strip which contained one adver-
tisement at the beginning, one at the middle and one at the end (Jack,
Tr. 6090). Five-minute entertainment segments were interspersed be-
tween the three advertisements. The order of presentation of the
three advertisements was rotated so that each appeared first, second
and third, an equal number of times (Jack, Tr. 6091).

201. Immediately after the respondents viewed the material, they
received another questionnaire which asked, first, their recall of vari-
ous elements of the three advertisements they viewed; second, their
comments about the Bufferin advertisements in particular; and third,
their intentions to purchase various brands (see, e.g., CX 299X-Z003;
except that the question appearing at page Z003 was not a part of
standard “Copy Lab” procedure) (Jack, Tr. 6091).

202.-Graham submitted the completed questionnaires directly to
Bates without editing or coding any of the responses (Jack, Tr. 6091).
Upon receipt of the completed questionnaires, Bates [51] first checked
for adherence to quota requirements and for general completeness. A
Bates secretary retyped respondents’ answers to the immediate recall
open-ended questions (see, e.g., CX 299Y) with no editing and at most
corrections of obvious spelling errors.

203. Bates employees coded and tabulated respondents’ answers to
these open-ended recall questions. Bates typed verbatim responses,
and the tables of coded responses to the open-ended recall questions
were among other information included in a report of standardized
format (Jack, Tr. 6092). Such reports were prepared by Bates and
were submitted to Bates’ Bufferin account management for review.
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204. Under certain circumstances, Bates determined to copy test a
particular advertisement by a less time consuming method. One man-
ner of effecting an expedited test was to employ a system called the
“Quick Copy Lab” (Jack, Tr. 6092). CX 229, 300 and 301 reflect the
results of “Quick Copy Lab” tests of certain advertisements (Jack, Tr.
6092). '

205. The difference in methodology between the “Copy Lab” and
“Quick Copy Lab” systems centered in the area of respondent recruit-
ing. Rather than stationing a trailer in a shopping center and recruit-
ing respondents individually according to preset quotas (F. 119,
supra), Bates instructed the independent contractor to recruit re-
spondents in groups according to general age and education ranges,
e.g., organized clubs or other groups of consumers recruited as a
whole. “Copy Lab” and “Quick Copy Lab” systems differed also in the
location at which the materials described (F. 200, supra) were viewed.
Rather than a mobile trailer which could accommodate only three to
four viewers at a time, respondents in “Quick Copy Lab” reviewed the
materials in a central location which could accommodate 25 to 30
people (Jack, Tr. 6093). Except for CX 301, the questionnaires admin-
istered in “Quick Copy Lab” were the same as those used in “Copy
Lab” tests. The procedures for forwarding completed questionnaire to
Bates and Bates’ use of those questionnaires were also the same.
Reports of the standardized format used in “Copy Lab” were not
prepared for “Quick Copy Lab” tests (Jack, Tr. 6093).
- 206. With respect to CX 301, the questionnaire administered con-

tained questions in addition to the standard individual recall/pur-
chase interest questions. These questions asked about respondents’
identification with and belief in the person featured in the advertise-
ment and were designed to determine respondents’ own experience
with arthritis (Jack, Tr. 6093-94). Upon completion these question-
naires were sent for coding to Action Research, a subsidiary of Bates
located in Universal City, California. The tabulations of coded re-
sponses to the questionnaires and the completed questionnaires were
then forwarded to Bates, where CX 301 was then prepared. The typed
[52] verbatim responses appearing at CX 301Z016-044 differ from the
other Bates copy tests in that these report not only the responses to
the standard open-ended recall questions (see, e.g., CX 299Y-Z), but
they also report answers to a question regarding reaction to the com-
mercial. The precise wording of this latter question is not known, but
it appears to have been worded as the corresponding question in CX
2997003 (Jack, Tr. 6094).
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3. Copy Tests by H.D. Ostberg Associates

207. Six copy tests in evidence (CX 271, 285, 286, 288, 289, 290)
(Ostberg copy tests) are reports of copy tests conducted by H.D. Ost-
berg Associates on various Bufferin and Excedrin television advertise-
ments involved in this proceeding (Ostberg copy tests). Henry Ostberg
testified for complaint counsel regarding the conduct and reporting
of these tests, which his company performed for the respondents.

208. At the time these tests were conducted, Mr. Ostberg was the
owner and President of H.D. Ostberg Associates. This company is now
a division of the Admar Research Company, of which Mr. Ostberg is
Chairman of the Board (Ostberg, Tr. 4449-54). Admar Research pro-
vides services in marketing and advertising research and consulting
(Ostberg, Tr. 4450). Certified Surveys, another company owned by Mr.
Ostberg at the time these copy tests were conducted, is a field work
and tabulation firm which, through retained independent contrac-
tors, supervised, collected, and tabulated the data of each test, but
performed no analysis of the data. Currently, Certified Surveys is the
company which conducts most of the field work for Admar Research
(Ostberg, Tr. 4454-55). In addition to founding Admar Research and
its predecessors, Mr. Ostberg’s background includes a professorship in
Marketing at the New York University for nine years, a law degree
from the New York Law School, a Master’s degree in Business Ad-
ministration and a Ph.D. from Ohio State University (Ostberg, Tr.
4450). Ostberg Associates’ clients have included Admar, Bristol-My-
ers, Lever Brothers Company, Miller Brewing Company, Philip-Mor-
ris, Nabisco, IBM, and BASF. For Bristol-Myers, Mr. Ostberg has
conducted copy tests and tracking studies from 1965 to the present in
various product categories, including OTC analgesics (Bufferin, Exce-
drin), deodorants, suntan lotions, and men’s hair preparations. He’
also served as a consultant for Bristol-Myers in this proceeding (Ost-
berg, Tr. 4455-58). Mr. Ostberg’s clients are generally advertisers, but
he sometimes serves his client’s advertising agency in an ancillary
role, assisting in its preparation of marketing and advertising re- .
search for the client (Ostberg, Tr. 4456-57). He has also conducted
studies for Young & Rubicam where the client was Bristol-Myers
(Ostberg, Tr. 4457). [53]

209. Bristol-Myers first requested Mr. Ostberg to perform copy tests
of Bufferin and Excedrin advertisements in the late 1960’s. Mr. Ost-
berg collaborated with Dr. Edward Berdy, Director of Marketing Re-
search for Bristol-Myers at that time, in the design, development and
pre-testing of the “shopping center van technique” used in the six
Ostberg copy tests of Bufferin and Excedrin advertisements in the
record.
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210. The execution of the copy tests and preparation of test results
were directly supervised by senior executives of Admar, who reported
directly to Mr. Ostberg (Ostberg, Tr. 4469-70).

211. The copy tests performed by H.D. Ostberg Associates for Bris-
tol-Myers employed the so-called “shopping van technique.” Accord-
ing to Mr. Ostberg (Ostberg, Tr. 4480-81) the methodology was as
follows: Upon notification to H.D. Ostberg Associates that Bristol-
Myers requested the copy testing of an advertisement, employees of
independent contractors employed by Certified Surveys were sent to
shopping centers in Philadelphia, Chicago, Detroit or Los Angeles to
perform the actual tests (Ostberg, Tr. 4461, 4480). These employees
would ask shoppers at the shopping center to participate in a televi-
. sion survey, and, if they agreed, have them enter a van equipped with
a motion picture projector located at the shopping center. The shop-
pers were then asked a set of preliminary questions regarding product
usage and preference (see, e.g., CX 290Z022-023). Those shoppers who
indicated that they used an analgesic were then shown a travelogue,
including several advertisements, among which were the commer-
cials to be tested. Afterwards, the shoppers were presented with an
opportunity to select a discount coupon for one of several products in
several different product categories. The shoppers then left the van.
Within 24 hours the shoppers were telephoned by independent con-
tractors of H.D. Ostberg Associates and asked recall questions about
the commercial they had viewed the previous day. According to stan-
dard practice, H.D. Ostberg Associates would then perform limited
validation to determine the genuineness of the results. The completed
questionnaires were forwarded to H.D. Ostberg Associates, where the
results were coded; keypunched, and tabulated internally. '

212. The results were then put in a tabular format, which was
either produced by computer or typed (Ostberg, Tr. 4483). The ver-
batim responses to recall questions were sometimes also attached (see,
e.g., CX 290Z007-Z021).

213. The results were then sent to Bristol-Myers or its advertising
agency (Ostberg, Tr. 4484).

214. CX 285 through 290 were produced according to the procedures
detailed above (F. 211, supra) (Ostberg, Tr. 4513, 4517-19, 4525). CX
271 includes two tables of coded responses bearing the notation “Re-
coded, ASW” (CX 271J-L). Anne S. Weitz (Jack), a former Vice Presi-
dent of Ted Bates, who testified [54] about CX 271, did not recall the
exact circumstances of that notation (Jack, Tr. 6094-95).

215. The ASI Audience Reaction Tests are the most elaborate copy
tests in evidence. The ASI copy tests appear to have been used by
other advertisers and advertising agencies. Ted Bates’ “Copy Lab”
and “Quick Copy Lab” copy tests are not as elaborate as the ASI tests.
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Neither are the Ostberg’s “Shopping Van” copy tests. Although these
survey results are not technically projectable to any general popula-
tion or subgroup, the results have been used by advertisers and adver-
tising agencies as a reliable and practical means of gauging likely
audience reactions to proposed television advertising copies. In this
proceeding, they are reasonably reliable confirmatory evidence on the
issue of what a television commercial can reasonably be expected to
convey to the viewer.

D. Some Other Documentary Exhibits
1. The AMA Drug Evaluations

216. Dr. John Lewis is a pharmacologist, experienced in testing
analgesics, who presently holds the position of Senior Scientist in the
Department of Drugs of the American Medical Association (Lewis, Tr.
4159-61). Since associating with the AMA in 1960, Dr. Lewis has held
a number of positions, each of which has involved supervising the
publication by the AMA of monographs evaluating new drugs. Prior
to development of the three editions of the AMA Drug Evaluations,
such monographs were published in the Journal of the American
Medical Association and the predecessor publication to the AMA
" Drug Evaluations, titled New and Nonofficial Drugs(Lewis, Tr. 4163-
64). The Council on Drugs, a standing commitee of the AMA, reviewed
and commented on all material prepared by Dr. Lewis and his staff
prior to publication (Lewis, Tr. 4165). The basis for evaluation and
review of material published on new drugs included the published
literature and unpublished data submitted to the Council by phar-
maceutical manufacturers (Lewis, Tr. 4166). In many instances the
information was the same as that submitted to FDA with a new drug
application (Lewis, Tr. 4166).

217. The American Medical Association published three editions of
the AMA Drug Evaluations, in 1971, 1973 and 1977. The publication
was a comprehensive compilation evaluating all types of drugs avail-
able to the medical profession including single entity drugs and mix-
tures (Lewis, Tr. 4167). Virtually all of the drugs in the U.S.
Pharmacopoeia and the National Formulary as well as 500 of the
most commonly prescribed drugs were included in the evaluation
(Lewis, Tr. 4170). The evaluations were based on all of the available
information including published and unpublished work made avail-
able to the AMA and the advice and opinions of consultants, and the
AMA'’s Council on Drugs (Lewis, Tr. 4171). Information in the book
[565] includes the nonproprietary name of the drug, trade names, ac-
tion and uses of the drug, comparative safety and efficacy, significant
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adverse reactions, precautions, preparations available, and the manu-
facturer’s name (Lewis, Tr. 4171).

218. The Council on Drugs of the AMA was comprised of 12 mem-
bers, appointed by the AMA Board of Trustees for their expertise in
the area of drugs, and was responsible for overseeing publication of
the Drug Evaluations (Lewis, Tr. 4172). Two of the members of the
Council—Drs. Wood and Adriani—were recognized experts in the
field of analgesics, both having done considerable research and pub-
lishing in the field (Lewis, Tr. 4173). The Council chairman appointed
an Ad Hoc Committee to review initial material submitted by staff
and to make comments and suggestions on each chapter (Lewis, Tr.
4174). The Ad Hoc Committee included Dr. Alan Bass, Chairman of
the Department of Pharmacology at Vanderbilt University, Dr. Dan-
iel Rogers, a practicing physician, and the Council Chairman, Dr.
Adriani. Draft chapters were also sent to outside consultants for their
comments. For the first edition of the Drug Evaluations, the outside
consultants asked to comment were chosen by staff of the Council on
Drugs. Dr. William Beaver was among the outside consultants con-
“tacted for review of the first edition (Lewis, Tr. 4175-76). The Council
member assigned to review the first edition’s chapter on mild analges-
ics (CX 518) was Dr. Lauren Woods, an eminent authority in analges-
ics who is presently Vice-President for Health Affairs at the Medical
College of Virginia and previously chairman of the Department of
Pharmacology at University of Iowa Medical School (Lewis, Tr. 4177).

219. A revised copy of the Mild Analgesics chapter incorporating
comments of consultants was reviewed and commented upon by Dr.
Woods. His comments were then submitted to the Associate Director
of the Department of Drugs and the Secretary to the Council on
Drugs, Dr. Lewis, who considered comments and incorporated them
into a revised chapter before it was submitted to the Ad Hoc Commit-
tee of the AMA’s Council of Drugs. The final proof of the first edition
‘of the book was commented upon by the Pharmaceutical Manufactur-
er’s Association, who had requested an opportunity to review it. Er-
rata sheets were included with the first edition to reflect necessary
changes in keeping with those comments (Lewis, Tr. 4179). Approxi-
mately 165,000 copies of the first edition of the Drug Evaluationswere
distributed to all members of the American Medical Association and
another 40,000 were sold (Lewis, Tr. 4179-80).

220. In preparing the chapter on Mild Analgesics (CX 512) for the
second edition (1973) of the Drug Evaluations, an initial draft was
prepared based on the first edition and then submited to Dr. Lauren
Woods for review and comment. A revised draft incorporating his
comments was prepared by Dr. Lewis and his staff and then submitted
to outside consultants (Lewis, Tr. [56] 4182). The consultants who
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received copies of this edition were Dr. William Beaver, Dr. Abraham
Sunshine, Dr. Louis Lasagna and Dr. Dixon Woodbury. Replies were
received from Dr. Sunshine and Dr. Woodbury (Lewis, Tr. 4182).
These comments were carefully reviewed and another revised draft
was prepared for Dr. Woods and the Committee of the Council on
Drugs. That Committee was not the same Ad Hoc commitee which
reviewed the chapter for the first edition, but had more members,
including former Ad Hoc Committee member Dr. L. Paulson, an ex-
pert in endocrinology and a Professor of Medicine at the University
of Washington, and Dr. Daniel Azarnoff, Professor of Medicine and
Clinical Pharmacology at the University of Kansas Medical School,
who reviewed the chapter (Lewis, Tr. 4189; Azarnoff, Tr. 9196-98).

221. A revised draft of the chapter on Mild Analgesics was also sent
to drug manufacturers, including Bristol-Myers (Lewis, Tr. 4184-85).
Comments were referred to Dr. Woods for his opinion and advice
(Lewis, Tr. 4188).

222. A final revision of the chapter was sent to the publisher after
Dr. Woods reviewed the comments (Lewis, Tr. 4188). Approximately
65,000 copies of the second edition were sold (Lewis, Tr. 4189).

223. Complaint counsel’s experts have attested to the reputation
and reliability of the AMA Drug Evaluations as a source for conclu-
sions about the safety and efficacy of drugs used by physicians (Azarn-
off, Tr. 9197-98; Moertel, Tr. 5634).

2. The Medical Letter

224. The Medical Letter was founded in 1969 to provide physicians
with an unbiased source of scientific information about drugs. It is an
independent publication that does not sustain itself through advertis-
ing or affiliation with any manufacturers (Abramowicz, Tr. 2712). The
Medical Letter now has over 107,000 subscribers, most of whom are
physicians (Abramowicz, Tr. 2720). The Medical Letter is structured
with both an editorial board and an advisory editorial board. The
editorial board is comprised of an editor, Mark Abramowicz, M.D.,
and two associate editors who are lay science writers. The advisory
editorial board is composed entirely of physicians who are selected on
the basis of their qualifications and expertise in various fields of
medicine (Abramowicz, Tr. 2713-14).

225. Articles that are published in the Medical Letter first go
through a peer review process. Proposed articles are first reviewed by -
the editor and then sent to the editorial board for comment. Drafts are
also sent to the members of the advisory editorial board for their
comments. In addition, it is the practice of the Medical Letterto have
all drafts reviewed by outside consultants who have special expertise
in the subject [57] matter of the proposed article. A proposed article
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is usually reviewed by at least six to eight outside consultants, but on
some occasion it may be reviewed by as many as 60 outside experts.
Proposed articles are also sent to the senior authors of the articles
cited in the draft and to the manufacturer of the drug the article
involves. Drafts are also routinely sent to governmental agencies such
as the Food and Drug Administration and the United States Phar-
macopoeia (Abramowicz, Tr. 2714-16). . v

226. The Medical Letter’s editorial staff also prepares a bibliogra-
phy and reviews current literature for each proposed article. This
process is calculated to ensure the accuracy of the statements made
in the articles that appear (Abramowicz, Tr. 2219). Final articles that
appear in the Medical Letter incorporate the comments and correc-
tions made as a result of this extensive review process (Abramowicz,
Tr. 2718). This review process was followed in the development of CX
510, the July 5, 1974 issue of the publication titled “Is All Aspirin
Alike?” (Abramowicz, Tr. 2727-33). Dr. Gehrard Levy, an expert in
pharmacokinetics (Lanman, Tr. 11660-61; Abramowicz, Tr. 2733) and
a consultant to Bristol-Myers in this matter (Tr. 8991-92), was a
member of the advisory editorial board of the Medical Letter and
personally participated in the development of CX 510 (Abramowicz,
Tr. 2733). ' ‘

227. Because of the peer review process by highly qualified experts
in the field and the thorough check for accuracy, the Medical Letter
is a highly reliable source of information about the opinion of experts
regarding the safety and efficacy of drugs. Two of complaint counsel’s
expert witnesses attested to the reliability of the Medical Letter for
that purpose (Moertel, Tr. 5631-32; Azarnoff, Tr. 9198-99).

228. The AMA Drug Evaluation chapter on mild analgesics (CX
512) and the Medical Letter article “Is All Aspirin Alike?” (CX 511)
were received in evidence for the limited purpose of corroborating
other evidence in the record by showing that these publications ex-
pressed views in accord with the opinions of expert witnesses who
testified for complaint counsel regarding common issues.

IV. RESPONDENTS' ADVERTISEMENTS MADE THE REPRESENTATIONS
ALLEGED IN THE COMPLAINT

A. Representations: Applicable Standards

229. The standard for determining the meaning of an advertise-
ment is whether, from an examination of the advertisement as a
whole, an interpretation is reasonable in light of the claims made
therein. The Commission or an administrative law judge may deter-
mine the meaning of an advertisement solely from an examination of
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what is contained therein, without consumer [58] testimony or survey
data regarding how consumers in fact perceived the advertisement.

230. In addition, the Commission or an administrative law judge
may, where appropriate, consider other testimonial and empirical
evidence as an aid in determining the meaning of an advertisement.
The record contains the opinion testimony of Dr. Ross and reports of
copy tests which were conducted on certain advertisements in evi-
dence and certain consumer research. The so-called penetration
studies generally are not designed to ascertain how certain consumers
perceive the meaning of advertisements: their emphasis is on consum-
er recall. '

Expert Opinion Testimony

231. In reaching his expert opinion as to whether the representa-
tions alleged in the complaint were made in advertising for Bufferin,
Excedrin and Excedrin P.M., Dr. Ross employed appropriate stan-
dards (Ross, Tr. 6944, 8169-71). Dr. Ross based his conclusions as to
whether the challenged advertisements could reasonably have been
understood by consumers on his experience with consumers, adopting
their frame of reference which included, indirectly, their background
or prior experience (Ross, Tr. 8185). Dr. Ross’ judgments as to the
representations made in challenged advertising for Bufferin, Exce-
drin and Excedrin P.M. were his independent expert opinions and
were reached without reference to or reliance on data contained in
copy tests, penetration studies or image studies (Ross, Tr. 6944-46).

232. However, Dr. Ross did refer to examples of supporting or con-
firmatory evidence that there were consumers who perceived or un-
derstood television advertisements as meaning, saying or showing
certain of the alleged representations. Such confirmation or support
was in the form of verbatim comments in copy tests which were
elicited in response to comprehension and/or recall questions, and in
the form of transcripts of focus group discussions (Ross, Tr. 6946). Dr.
Ross prepared CX 815, 817, and 820 which list the representations
that the complaint in this matter alleges were made in advertise-
ments for Bufferin, Excedrin and Excedrin P.M. respectively (Ross,
Tr. 6943). He also prepared CX 816, 818 and 821 which reflect his
evaluation of and testimony as to whether the alleged representations
were made in the challenged advertisements (Ross, Tr. 6957). Also
indicated on these matrices are the exhibit numbers of copy tests
which were run on specific advertisements which were made avail-
able to Dr. Ross for his review (Ross, Tr. 6959).
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B. The Bufferin Advertisements In Evidence
Make The Challenged Representations

1. Core Representations [59]
a. Complaint Paragraphs 9(A)1) and 9(A)2)

233. Bristol-Myers has represented that Bufferin relieves pain fast-
er than aspirin relieves pain (Complaint Paragraph 9(A)(1)) and that
Bufferin relieves pain twice as fast as aspirin relieves pain (Complaint
Paragraph 9(A)2)). The “faster than aspirin” claim is contained in CX
1-19, 22-46, 61-98, 100, 101, 103-105, 107, 109-114, 717D-G, 719-21,
671S, T, V, W, Z018-20. The “twice as fast” claim is contained in CX
1-19, 2246, 48, 49, 52-60, 61-98, 100, 101, 103-105, 107, 109-113, 719,
720, 721, 717D-G. Bristol-Myers has admitted that they represented
through advertisements that Bufferin relieves pain faster than
“plain” or “simple” aspirin relieves pain: (Answer of Bristol-Myers
Company, Paragraph 7; Answer of Bates, Paragraph 9).

234. The fact that this representation, as alleged in Paragraph
9(A)1), was made is shown by the advertisements themselves and
confirmed by expert testimony (see CX 815, CX 816A-C; Ross, Tr.
6960-76). Confirmatory evidence is also found in the following copy
tests: CX 245, 246, 249, 250, 251, 267, 268, 269, 270, 272, 299, 300, 301.

235. This representation was made wherever the “twice as fast”
claim was made because “twice as fast” is merely a more extreme
version of the same speed claim (Ross, Tr. 6960). In addition, the
representation was made in the following advertisements which de-
pict a tense situation where, “[PJlain aspirin’s fine, but Bufferin goes
to work much faster,” CX 51A. (See also, for similar language CX 48,
49, 52, 53, 54, 55, 56, 57, 58, 59, 60.)

236. The advertisements cited in F. 233, supra, made the represen-
tation alleged in Paragraph 9(A)1) because consumers would have
understood them as representing that Bufferin relieves pain faster
than aspirin. This understanding of the advertisements reflects two
factors: (1) that consumers understand “goes to work faster” as mean-
ing Bufferin relieves pain faster (Ross, Tr. 6963), not merely that
Bufferin gets into the bloodstream faster, and (2) that consumers
understand “plain” or “simple” aspirin to mean “aspirin.” This un-
derstanding of the advertisements is confirmed by documentary evi-
dence provided by comments in copy tests run on a number of
different advertisements. With respect to the interpretation of “goes
to work faster,” viewers were asked what “how long it takes to go to
work” means (CX 272). Given a choice of three alternatives, including
“to get into the bloodstream,” the majority chose “for your headache
to start feeling better” (CX 272T; Ross, Tr. 6963). In a focus group
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discussion run by A.S.I,, the group was asked what was being referred
to by “half the time.” The response was, “From the time you take the
product to the time you’re relieved of your headache . . . [60] compar-
ing it to aspirin or anybody else’s product” (CX 245Z044). Recall of one
advertisement, CX 82a, again shows that in comments related to
speed, respondents said Bufferin “gets to your head/headache faster” .
(CX 250P, see also 251P for same results on a different advertisement,
CX 744). Verbatim comments on an advertisement where the “faster”
claim is made, independent of the “twice as fast claim” (CX 53a),
further support the fact that consumers equate *“‘goes to work faster,”
with faster relief of pain. In responding to the question, “What was
said about the brand,” viewers said, “Better than aspirin, works faster
to kill pain” (CX 299H, respondent 3), “Relieves headaches fast” (CX
299H, respondent 6), “Quicker relief” (CX 2991, respondent 19), and
“Fast acting pain relief” (CX 299J, respondent 27). In a copy test run
on another advertisement(CX 22a), respondents clearly understood
the speed claim as referring to relief, “Gets headache better in half
the time” (CX 267W, respondent 85), «. ... Bufferin cuts the time in
half to reach the pain,” (CX 267W, respondent 86), “Bufferin relieves
in half the time,” (CX 267W, respondent 88).

237. The fact that consumers understand the reference to “plain”
or “simple” aspirin as a reference to “aspirin” as alleged in Para-
graph 9(A)1), is also reflected in the focus group discussions and
verbatims. A number of the comments cited above refer specifically
to “aspirin.” Other verbatims which support this include the follow-
ing: “Works twice as fast as aspirin” (CX 269Z003, respondent 125).
Based on these verbatims it is reasonable to conclude that the repre-
sentation as alleged in Paragraph 9(A)(1) was made and that the
admission by respondents that they represented that Bufferin re-
lieves pain faster than “plain” or “simple” aspirin (see F. 233, supra)
. is an admission that the representation as alleged was made.

238. The fact that Bufferin advertisements made the alleged repre-
sentation in Paragraph 9(A)(2) is demonstrated by the advertisements
themselves and by expert testimony (Ross, Tr. 6960, 6965-68). This
representation was made through a variety of express and implied
claims concerning Bufferin’s ability to relieve pain twice as fast as
aspirin and through the use of various audio/visual techniques:

(a) A close-up focusing on language in the Bufferin label which
reads “Twice as fast as aspirin.” (Ross, 6965, see CX 1-7, 22-23, 26,
27-28, 29-31, 34-35, 4344, 61A, 64A-67, 73-75, 85, 90, 98, 99, 100-101
103-114).

(b) A picture of one-half of the face of a clock or watch is shown
accompanied by language such as:
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Bufferin can cut the waiting time in half. Half the time. That’s Bufferin time. {61] »

(CX 25, see also CX 1, 22, 23, 26, 27-28, 29, 31, 33; Ross, Tr. 6967).

() Anncr: In the first important 30 minutes Bufferin delivers twice as much pure
pain reliever as the best known aspirin. Twice as much.

(Ross, Tr. 6965; CX 3A,; for similar language see also CX 2, 4, 7, 10,
12-13, 15, 22-24, 26, 27-28, 29, 30-38, 61, 63-64, 67, 99).

(d) Bufferin goes to work in half the time.

(Ross, Tr. 6967; CX 1, 23, 24, 25, 26, 27-39).

(e) Certain graphic techniques make this representation without
any direct literal or audio reference to the “twice as fast” claim. One
of the techniques shows a computer typewriter printing out two col-
umns, one “aspirin,” the other “BUFFERIN.” The “aspirin” column
is printed out more slowly and ends up being about half the size of the
“BUFFERIN” column. The image is one of speed, which is reflected
in the height which the columns reach in the same time (Bufferin
reaches its height “twice as fast”) and enhanced by the use of a special
computer typewriter which prints faster than an ordinary typewriter.
(See CX 24, 7, 61, 63, 64, 67). Another technique uses the image of a
tablet of aspirin and a tablet of Bufferin disintegrating, the particles
of each moving from the stomach of an anatomical model, to its head.:
Twice as much of the Bufferin has disintegrated as the aspirin. The
technique is used in both print and film advertisements and repre-
sents that the faster acting Bufferin is twice as fast as aspirin (CX
68-77, 82-84, 109-110). Finally, this effect is also achieved in the
series of advertisements which show two whole Bufferin tablets in a
circle with two half‘tablets of aspirin. The announcer is shown mov-
ing both Bufferin tablets out of the circle and into another one repre-
senting headache relief while the aspirin tablets remain inside the
first circle (CX 9-15). The graphic 2:1 comparison is thus another
means of representing that Bufferin is twice as fast as aspirin. [62]

239. The advertisements cited in F. 238 (a-d), supra, made the repre-
sentation alleged in Paragraph 9(A)(2) because consumers would have
understood their comparative speed claims as representing that Buff-
erin relieves pain twice as fast as aspirin relieves pain (Ross, Tr.
6961-63, 6965). This perception by consumers, tying Bufferin’s speed
claim to onset of pain relief is evidenced in the verbatims of copy tests
and in focus group discussions associated with these advertisements
which repeatedly play back that consumers’ understanding of these
claims in the context of the amount of time it would take for them to
perceive relief from headache pain. Confirmatory evidence support-
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ing the allegation in Paragraph 9(A)(2) is contained in the following
copy tests: CX 245, 246, 249, 250, 251, 267, 268, 269, 270, 272, 300, 301.
The following examples from available copy test results supply evi-
dence of how consumers understood the graphic techniques described
in F. 238 (a), (b), (d) and (e):

(a) Relieved pain twice as fast as aspirin

(CX 301Z017, respondent 7, see also respondents 20, 21, 26, 27, 29, 32).

(b) “Cut headache time in half by using Bufferin which works twice
as fast” (CX 267V, respondent 75), “. . . spoke about quickness that
Bufferin gave in headache relief . . . cut time in half’ (CX 267S,
respondent 237); “Bufferin relieves you of a headache in half the
time” (CX 270Z006, respondent 21).

(d) See discussion at F.236, supra, which explains that consumers
understood the “goes to work faster” claim as referring to speed of
onset of pain relief. . .

(e) In response to a question regarding recall of what was seen in
an advertisement using the computer-typewriter graphic, the follow-
ing comments were made:

“. .. and a diagram of how much faster it works than plain aspirin”
(CX 3017016, respondent 2); “typedwritten [sic] words for asperin [sic]
and bufferin with bufferin in the lead for fast action in the stomach”
(CX 301Z019, respondent 22).

In describing what was seen in those ads where Bufferin was shown
rushing to the headache of an anatomical figure, these comments
were made:

It’s twice as fast as aspirin because most of the dose goes immediately to the head [63]}
- and relieves the headache while aspirin stays in the stomach longer

(CX 300M, respondent 86).
4 b. Complaint Paragraphs %(AX4) and and Y(AX5)

240. Bristol-Myers has represented that Bufferin will not upset a
person’s stomach (Complaint | 9(A)(4)) and that Bufferin will upset a
person’s stomach less frequently than aspirin (Complaint | 9(A)(5)).
The absolute “no stomach upset” claim was made in the following
Bufferin advertisements: (a) CX 2-7, 11, 17, 19A, 40-41, 42A-46, 61 A-
64A, 93-98, 105, 717F. The “less frequent upset” claim was made in:
(b) 2-7, 11, 17, 19, 40-41, 4346, 49, 715, 52-56, 61A-91, 96, 97, 109-
112, 114, 717F, 719-721.
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241. Bristol-Myers admitted representing through the challenged
advertisements that Bufferin will cause upset stomachs less frequent-
ly than plain or simple aspirin (Answer of Bristol-Myers Company,
Paragraph 7, Answer of Bates, Paragraph 9). This is a clear admission
that Bufferin advertisements cited above made the representation as
alleged in Paragraph 9(A)5). This is confirmed by expert testimony
(Ross, Tr. 6982-85; CX 815, CX 816) and verbatim comments con-
tained in the following copy tests: CX 249, 250, 251, 299, 300, 301.

242. The fact that the “less frequent upset” representation was
made is confirmed by verbatims from copy tests. For example:
“Doesn’t upset your stomach like plain aspirin,” (CX 31Z016, respond-
ent 2); . . . and doesn’t leave stomach upset as aspirin sometimes
does,” (CX 301Z019, respondent 22); “Does not upset your stomach
- like ordinary aspirin,” (CX 301Z035, respondent 15); . . . without
upsetting stomach like plain aspirin.” (CX 301Z037, respondent 27);
“Doesn’t have ill effect on stomach like aspirin,” (CX 301Z038, re-

spondent 33); *“. . . does not upset your stomach the way aspirin does,”
(CX 301Z042, respondent 73); “Less upset stomach,” (CX 300F, re-
spondent 140); . . . reaches your head pain with less upset stomach

..., CX 300F, respondent 141); “Less stomach distress,” (CX 300F,
respondent 46); “It is milder for the stomach,” (CX 299dJ, respondent
25); “. . . more gentle and more effective than any other brand,” (CX
299M, respondent 55). Based on these verbatims, expert testimony
and respondents’ admissions, it is reasonable to conclude that the
representation as alleged in Paragraph 9(A)(5) was made.

243. The fact that Bufferin advertisements made the “no upset”
representation in Paragraph 9(A)4) is demonstrated by the advertise-
ments themselves, and confirmed by expert testimony (Ross, Tr. 6983
-85; CX 815, CX 816). Further confirmatory evidence is contained in
the following copy tests: CX 300, 301. [64]

244. These representations were made through a variety of express
and implied statements making absolute, noncomparative claims
which convey the message that Bufferin does not cause stomach up-
set. Bufferin’s special quality of gentleness to the stomach is made
through a noncomparative assertion which is communicated simulta-
neously with a comparative claim (Complaint { 9(A)5)):

(a) “Bufferin doesn’t upset my stomach, the way plain aspirin some-
times did” (CX 3) (See also CX 2, 4-7, 40-41, 43 and 66 for similar
language.) ‘

(b) “Bufferin gives more of the pure pain reliever going against the
headache. More pure pain reliever, faster than plain aspirin. Without
the stomach upset plain aspirin can cause” (CX 11, emphasis added).
See also, for similar language, CX 17, 19, 44, 45-46.
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(c) “Special ingredients in Bufferin lets you take it 4, 5, 6 times a
day without fear of stomach distress plain aspirin can often cause”
(CX 96, emphasis added).

(d) “Bufferin is marvelous. And it doesn’t upset my stomach the way
plain aspirin sometimes did. ANNCR: (VO) Every single Bufferin
analgesic tablet contains gentle antacids specifically made to help
prevent the stomach upset that plain aspirin can cause” (CX 67, em-
phasis added).

245. The advertisements cited above made the representation al-
leged in Paragraph 9(A)(4) because consumers would have understood
them as representing that whether because of special ingredients,
faster dissolution or antacids, Bufferin will not upset a person’s stom-

~ach (Ross, Tr. 6982). : :

246. The fact that consumers understood these advertisements as
making the absolute “no stomach upset” claim as alleged in Para-
graph 9(A)(4) is repeatedly played back in copy tests run on some of
the advertisements cited in F. 240(a), supra. For example: “Doesn’t
upset stomach,” (CX 301Z016, respondent 1); “Relieves pain—no
upset stomach—. . .,” (CX 301Z016, respondent 3; see alsorespondents
1, 2,4, 6,CX 301Z016; respondents 5, 11, CX 301Z017; respondents 14,
20, CX:301Z018 for similar language). [65]

c. Complaint Paragraph 12(A)

247. Bristol-Myers has represented that Bufferin relieves nervous
tension, anxiety and irritability and will enable persons to cope with
the ordinary stresses of everyday life (Complaint { 12(A)). These rep-
resentations were made in the following Bufferin advertisements: CX
715, 4849, 52-60, (tension relief ads).

248. The fact that the representations were made is evidenced by
the advertisements themselves and confirmed by expert testimony
(Ross, Tr. 6985-90, 8212-14, 8216, 8219, 8222, 8224-25; CX 815, CX
816). Further confirmatory evidence is also contained in copy test CX
299. _
249. These representations were made through a variety of express
and implied statements characterizing Bufferin as the drug of choice
for relief in situations that produce tension, stress or anxiety. In
certain of the cited advertisements, Bufferin is represented as having
the ability to affect mood, whether it be to reduce stress, ease irritabil-
ity or lessen tension. That effect is represented as one separate from
relief of pain or headache pain and is generally conveyed, not literal-
ly, but rather by depicting a tense situation, relief from which is
obtained after taking Bufferin (Ross, Tr. 6987). For example: (a) An
angry student bangs on college professor’s desk insisting that the
college must change. Professor, trying to “keep cool,” suggests a meet-
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ing. “ANNCR: Often, people who are sensitive to others can be more
sensitive to headache pain.” [focus on aggravated professor] “Bufferin
is for these people. It’s strong medicine that treats you gently

..” (CX 53). (b) With no voice-over, an ad shows Urban Relocation
Department worker driving to home of two elderly people to tell them
they are going to have to move. Announcer breaks in: “What you have
to tell them isn’t easy. Not for you. Often people who are sensitive to
others, can be more sensitive to headache pain. They want ali the help
they can get as quickly as possible. [Man, obviously upset, shown
taking Bufferin.] Bufferin is for these people.” Man informs tenants
of the news and announcer breaks in, “Bufferin, For sensitive people.
[Super: For sensitive people. Better than aspirin.] It’s better than
aspirin.” (CX 58).

250. It is clear that consumers would have understood the tension
relief ads cited above to say that Bufferin can effectively relieve the
anxiety or tension which would ordinarily arise in situations like
those depicted in the advertisements, apart from Bufferin’s ability to
relieve pain or headache pain (Ross, Tr. 6987). The dominant theme
of the tension relief advertisements is situational tension, not pain or
pain relief. This is reflected not only in the text of the ads, but more
vividly in the audio/visual portion of the ads (Ross, Tr. 6988, 8222,
8224-25). Thus, consumers would understand Bufferin to be a good
tension reliever. [66]

251. This understanding of the advertisement by consumers is con-
firmed by the verbatim comments in copy tests done on Bufferin
advertisements where respondents repeatedly play back the fact that
they understand the claim in the context of tension/stress relief,
independent of headache relief. Typical of their comments on CX 53A,
a tension relief ad, as reflected in CX 299 are: “Relieves tension and
headache,” (CX 299d, respondent 26); “Young Dean pressured with
student demand grabs a bottle of Bufferin to relief [sic] his tension,”
(CX 299d, respondent 28); “Relieves pain fast—also relieves tension,”
(CX 299M, respondent 54); “Helps calm nerves and tension,” (CX
299M, respondent 59); . . . Then the Dean took Bufferin to calm
down,” (CX 2991, respondent 14); . . . Bufferin not only relaxed but
helped the pain of headache,” (CX 299K, respondent 24); “Take a
Bufferin, calm down and then make decisions,” (CX 299L, respondent
49); “Man under tension taking pills to relieve some,” (CX 299N,
respondent 69).

252. In certain advertisements, the tension theme, though less
dominant, is still obvious (CX 32, 33, 37, 39). This perception by con-
sumers was sometimes reflected in verbatims of copy tests run on
some of those advertisements (e.g., CX 270). In an ad entitled “Dinner
Party” (CX 32, 33), the hostess is shown amidst her guests who are
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enjoying themselves while she is shown, hand to head, saying “What
a time for a headache.” One respondent characterized her as being
struck with a headache at a “very important social situation,” (CX
270W, respondent 14) which to many might be an anxiety provoking
situation. Other, more specific comments include: “Relieves your
headache quickly and relieves tension,” (CX 270X, respondent 47);
“Woman under stress at party. After taking Bufferin obviously relax-
ed enjoying herself,” (CX 270Z006, respondent 25). Another ad, “Mov-
ing Day,” (CX 37) portrays what viewers would readily identify as a
stressful occasion. In this instance, “Mom” gets a headache as she is
supervising the apparently gruff movers. The following verbatim
from CX 269, a copy test on that advertisement, reflect that viewers
associated Bufferin with tension relief: “Mother takes Bufferin for
headache and tension,” (CX 269V, respondent 27); “Woman in dis-
tress at moving time. Saw her take Bufferin and return to happy
woman,” (CX 269X, respondent 52); “Woman frantic . . . now re-
freshed after taking Bufferin,” (CX 269X, respondent 53); “Lady said
she was very upset and needed something to take for upset,” (CX
2697002, respondent 104). Another stressful situation appears in CX
39, “Beauty Parlor,” where a hairdresser gets a headache in the midst
of her busy work schedule but is relieved after taking Bufferin. Again,
the tension theme is not dominant, but is clearly suggested and it is
reasonable for viewers to identify with the situation and associate the
relief of tension with Bufferin. Therefore, in these advertisements as
well as those cited in F. 247, supra, respondents have communicated
an association between Bufferin and relief from a tense situation. [67]

d. Complaint Paragraph 17

253. Bristol-Myers has represented that physicians recommend
Bufferin more than any other nonprescription internal analgesic
product (Complaint { 17). These representations were made in the
following Bufferin advertisements: CX 2-7, 4146, 61, 65-67, 97, 107.

254. The fact that these representations were made is evidenced by
the advertisements themselves and confirmed by expert testimony
(Ross, Tr. 6994-99; CX 815, CX 816). Further confirmatory evidence
is also found in the following copy tests: CX 272, 301.

255. These representations were made through a variety of express
and implied statements about the preferences and recommendations
of physicians for Bufferin. Bufferin is represented as the brand doc-
tors will specify more than all the leading pain relievers. For example:
(a) ... ANNCR: Of all leading brands of pain reliever you can buy for
minor pain, doctors specify Bufferin most {Superimposed on screen:
DOCTOR’S SPECIFY BUFFERIN MOST). (CX 66). (b) Anncr: . . .
“Doctors specify [super: DOCTORS SPECIFY BUFFERIN MOST]
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Bufferin most (close-up of super) of all leading brands of headache
tablets you can buy . ..” (CX 41).

256. Consumers’ understanding that doctors recommend Bufferin is
confirmed by verbatim responses included in copy tests on Bufferin
advertisements where respondents repeatedly played back the fact
that the product was recommended by doctors. For example: “Doctors
recommend bufferin,” (CX 301Z042, respondent 58); “Recommended
by most doctors for pain,” (CX 301Z037, respondent 24); “It is good to
know that there is a product that is actually better for one because
a daoctor [sic] sayd [sic] so,” (CX 301Z034, respondent 90); *“. . . and not
harmful to the body—more doctors recommend Bufferin,” (CX 2727,
respondent 5); “Works in 1/2 time more doctors recommend it,” (CX
2727001, respondent 19); . . . recommended more often by doctors
..., (CX 2727003, respondent 45). .

257. The “doctors recommend” claim expressly compares Bufferin
to all leading brands of pain reliever. However, the copy test ver-
batims, not surprisingly, indicate that consumers understood the rep-
resentation to compare Bufferin to “any other non-prescription
analgesic product,” e.g., “Doctors recommend it over all pain reliev-
ers,” (CX 301Z032, respondent 83).

e. Complaint Paragraph 21

258. Bristol-Myers has represented that the analgesic ingredient in
Bufferin is other than ordinary aspirin (Complaint Paragraph 21),
and that representation was made in all of the [68] Bufferin advertise-
ments listed in column 14 of CX 816 plus CX 717D-G, 719-21, 761R,
S, T, V, W, Z018-20. The fact that Bufferin advertisements made the
representation as alleged in Paragraph 21 is shown by the advertise-
ments themselves and confirmed by expert testimony (Ross, Tr. 7000-
01, 8230-31, 8236-37, 8238; CX 815, CX 816).

259. This representation was made through a variety of express and
implied statements consistently positioning Bufferin so as to distin-
guish it from aspirin and, in fact, to avoid any possible inference that
Bufferin contains aspirin (Ross, Tr. 8237). That is, in certain of the
advertisements, Bufferin is represented as faster, gentler and able to
provide greater pain relief than aspirin by directly comparing Buffer-
in and aspirin with respect to those qualities (Ross, Tr. 7000-01, 8230).
For example: (a) “Anncr: You have a headache. You’ve taken aspirin.
How long before it . . . goes to work? You should have taken Bufferin.
Bufferin . .. can cut the time. . . in half. Half the time. That’s Bufferin
time. Because in the first critical minutes, Bufferin speeds twice as
much...active... painreliever... to your headache as simple aspirin
... so Bufferin goes to work in half the time. Half the time . . . that’s
Bufferin time.” CX 29. (b) “Anncr: What happens inside your system
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to plain aspirin and Bufferin? This illustrates two reasons why Buffer-
in is better. Most of Bufferin . . . with its extra speed . . . is already
going to your headache . .. at the time most of plain aspirin . . . is still
in your stomach. So with Bufferin when there’s less to upset your
stomach . . . there’s also more pain reliever on its way to your head-
ache. Two reasons Bufferin is better than plain aspirin for you.” CX
69. (¢) “Anncr: In the first important 30 minutes Bufferin delivers -
twice as much pure pain reliever as the best known aspirin. Twice as
much” . .. “Bufferin doesn’t upset my stomach, the way plain aspirin
sometimes did . . .” (CX 3). Furthermore, in many of the Bufferin
. advertisements, the “other than aspirin” representation is made visu-
ally by presenting an enlarged picture of the label on the Bufferin
bottle which says “Twice as fast as aspirin” and the brand name,
which fill the television screen (CX 44A; Ross, Tr. 7001).

260. By consistently failing to say that Bufferin’s analgesic ingredi-
ent is aspirin, many Bufferin advertisements succeed in positioning
the product as something quite distinct from: aspirin. Consumers,
therefore, would reasonably understand the Bufferin/“plain” aspirin
distinction as one based on actual ingredient differences beyond the
buffered/nonbuffered distinction (Ross, Tr. 8237-38). The fact that
the advertisements frequently refer to aspirin as “plain” or “simple”
does not change the fact that many consumers understand the distinc-
tion as one between aspirin and a pain reliever in Bufferin that is not
aspirin (Ross, Tr. 8238). Thus, consumers would have understood a
claim comparing aspirin and Bufferin with respect to speed and gen-
tleness as one impliedly represent[69]ing that the analgesic ingredi-
ent in Bufferin is other than ordinary (plain or simple) aspirin.

261. It is not surprising that several copy tests in evidence confirms
that conclusion. For example, the following comments from copy tests
on three Bufferin advertisements (CX 3A, 53A, 69A) show a state of
mind reflecting the fact that consumers think Bufferin does not con-
tain aspirin: “Relieves headache faster than plain aspirin—contains
no aspirin,” (CX 300K, respondent 26); “It has the better pain reliev-
ing qualities than aspirin,” (CX 2991, respondent 20).

g. Complaint Paragraph 14(A)

262. Bristol-Myers has represented that scientific tests or studies
prove that Bufferin is twice as fast as aspirin in the following adver-
tisements: CX 24, 7, 10, 13, 34, 61-64, 67,91-96, 98-100, 113-114, 721.
" 263. That the representations were made is shown by the advertise-
ments themselves and confirmed by expert testimony (Ross, Tr. 7022;
CX 815, CX 816). :

264. In certain of the challenged advertisements explicit reference
is made to underlying scientific proof: “Test publishes [sic] in medical
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journals show that in the first critical minutes Bufferin delivers twice
as much pain reliever as simple aspirin . . .” (CX 63). Other advertise-
ments referring to laboratory or clinical test results and graphs also
made the representation by suggesting that the tests represent under-
lying scientific proof: “Bufferin laboratory tests show most of its pain
reliever gets into the bloodstream 10 minutes sooner than plain aspi-
rin” [Super: TEN MINUTES SOONER THAN ASPIRIN] (CX 91). See
also CX 34, 92-96, 98-100.

2. Establishment Representations

265. The explicit references to scientific tests also imply a claim
that it has been scientifically proven or established that Bufferin is
faster and gentler than aspirin. Thus, all advertisements which made
the claim challenged in Paragraph 14(A) (see F. 262, supra ) also made
the establishment claim challenged in Paragraphs 7(A)(1) and (2).

266. Consumers believe that when any comparative performance
claim is made for a drug or medicine, there must exist a basis in
scientific fact or medical opinion for such claims and that, otherwise,
they would be prohibited (Ross, Tr. 7024, 7036). Indeed, as a matter
of market fairness, consumers have a right to expect, and do expect,
that the advertiser has such scientific proof. Therefore, every Buffer-
in advertisement which contains a claim of comparative superiority
over other drugs implies that such superiority has been established.
[70] » '

a. Complaint Paragraphs 7(AX1)—(5)

267. Bristol-Myers as a matter of fact has explicitly represented .
that it has been established that: (a) Bufferin relieves pain faster than
aspirin relieves pain (Complaint | 7(AX1)), (b) Bufferin relieves pain
twice as fast as aspirin relieves pain (Complaint { 7(A)2)), (c) A recom-
mended dose of Bufferin will not upset a person’s stomach (Complaint

. 7(A)4)), (d) Bufferin will upset a person’s stomach less frequently
than aspirin (Complaint | 7(A)5)).

268. These representations were made in the following Bufferin
advertisements: (a) CX 24, 71, 8, 10, 13, 34A, 39A, 61A-88A, 91-96,
98, 101, 102, 109, 110, 719, 720, 721, 749-51, 7615, T, V, W, Z018-020
made the representations alleged in Paragraph 7(A)(1); (b) CX 24, 7,
10, 13, 34, 39, 61-64, 67A and 96 made the representations alleged in
Paragraph 7(A)2); (¢) CX 61-64 made the representations alleged in
Paragraph 7(A)4); (d) CX 61-64, and 109 made the representations
alleged in Paragraph 7(A)5). However, none of the Bufferin advertise-
ments in evidence made, either directly or by implication, the claim
that Bufferin will relieve twice as much pain as aspirin as alleged in
Paragraph 7(A)3).
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269. The fact that Bufferin advertisements made these representa-
tions is demonstrated by the advertisements themselves and con-
firmed by expert testimony (Ross, Tr. 7007-7020, 7041-55; CX 815,
816).

270. These representations were made through a variety of express
statements and graphic representations conveying the claim that
Bufferin’s greater speed and gentleness was based on scientific or
medical fact or opinion (Ross, Tr. 7007-08, 7010-11, 7013-14): (a) The
representation that it is established that Bufferin relieves pain faster
than aspirin was conveyed by explicit references to tests (F. 268,
supra ) and through use of the following visual techniques: computer
typewriter reports which suggest that a scientific test is being report-
ed to consumers as if a meter were ticking out the results of tests, see,
eg.,CX 2,4, 7 (Ross, Tr. 7009-10); anatomical models which suggest
a medical demonstration, see, e.g., CX 68, 69 (Ross, Tr. 7014); clocks
which consumers might expect would be used in laboratory test proce-
dures, see, e.g., CX 34, 39 (Ross, Tr. 7013); bar graphs which appear to
come out of a medical report or scientific presentation reflecting data
gathered as substantiation for the claim, see, e.g., CX 93 (Ross, Tr.
7010), (b) The representation that it has been established that Buffer-
in relieves pain twice as fast as aspirin was made through explicit
references to tests (F. 268, supra) and through the use of the clock
graphic, the computer typewriter report, and anatomical models, (c)
The establishment claims of gentleness and comparative gentleness
were made by explicit reference to [71] scientific tests. For example,
CX 64 makes a comparative gentleness claim in such a context: “Try
Bufferin. Doctors recommend Bufferin for minor pain more than any
of the leading brands of aspirin. Scientific tests show that in the first
critical minutes Bufferin gives you twice as much pain reliever as
simple aspirin. Bufferin relieves arthritis minor pain and stiffness for
hours . . . And Bufferin can prevent the stomach upset aspirin often
causes . . .” In this instance, the initial references to doctors’ recom-
mendations and scientific tests provide a medical/scientific basis for
the subsequent claim made, i.e., that Bufferin will not upset a person’s
stomach (Ross, Tr. 7019). Moreover, respondent in CX 109 explicitly
represented that “It has been clinically observed that Bufferin was
gentler to the stomach than plain aspirin” (Ross, Tr. 7022).

3. Ingredient Disclosure (Complaint { 19)

271. A review of the Bufferin advertisements in evidence clearly
shows that respondents at no time disclosed directly or by implication
that Bufferin contains aspirin.
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C. The Excedrin Advertisements In Evidence Made
The Challenged Representations

1. Representations of Superiority and Established Superiority
(Complaint { 7(B), 9(B))

272. Bristol-Myers has admitted that it represented Excedrin is a
more effective pain reliever than aspirin tablets (Paragraph 7, An-
swer of Bristol-Myers Company). The explicit claim that Excedrin is
more effective for the relief of pain than aspirin is found in numerous
advertisements in evidence. They include: CX 115, 116, 153-61, 164—
67, 170, 171, 173, 175-77, 179-182, 184, 185, 188-191, 193, 202-207,
208, 210, 211, 724, 725, 727-36, 7602017, 760Z020, 760Z021, 760Z023,
760Z024, 760Z025, 7617015, 761Z016, 761Z017.

273. Typical of the language employed in making this representa-
tion are the following: v

(a) Tablet for tablet, Excedrin is 50% stronger than aspirin for relief of headache
pain. (CX 115, 116).

(b) This is David Janssen. A major hospital study indicated there is something even
more effective than aspirin for pain relief. Doctors attending a medical convention held
right here in Atlantic City heard these results of this study: it would take more than
twice as many aspirin tablets to give the same pain relief as two Excedrin. More than
twice as many aspirin [72] to be as effective as Excedrin. Not three aspirin. Not even
four aspirin. But more than double the recommended dosage of aspirin to give the same
pain relief as two Excedrin. Yes, there is something even more effective than aspirin.
That’s the evidence doctors heard in Atlantic City. And that’s what you should think
about before you buy aspirin again . . . (CX 158)

(c) ACTRESS: What do you take for pain? If you take common aspirin tablets, there’s
something you ought to know: I think my pain reliever works better than your pain
reliever . . . (CX 181).

(d) MAN: I don’t practice fnedicine. So if I said Excedrin worked better than regular
aspirin, you might not believe it. But what if there were medical evidence? Well, there
is...(CX 189). : '

(e) ASPIRIN ISN'T BEST ANYMORE. That’s the important new evidence about pain
relievers . . . (CX 204).

) ... 2 Excedrin = 3 Ordinary Tablets . . . (CX 729).

a. Complaint Paragraph 9(B)X2)

274. Bristol-Myers has represented that a recommended dose of
Excedrin relieves twice as much pain as a recommended dose of aspi-
rin (Comp. | 9(B)2)). This representation was made in the following
advertisements: CX 153-161, 164-167, 170, 173, 176, 182, 184, 185,
202-204, 208, 736.

275. The fact that Excedrin advertisements made this representa-
tion is demonstrated by the advertisements themselves, and con-
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firmed by expert testimony (Ross, Tr. 7074-79) and several ASI Audi-
ence Reaction tests (CX 254, 255 and 257).

276. This representation was made through a variety of express and
implied statements of Excedrin’s ability to relieve twice as much pain
as aspirin (Ross, Tr. 7075). Each of the challenged advertisements
cited in F. 274 represents that at least twice as many aspirin tablets
are needed to equal the pain relief provided by Excedrin. CX 153 is
typical of language and approach of these advertisements: ’

(b) DAVID JANSSEN: A major hospital study has indicated that there is something
even more effective than aspirin for pain relief. [78] Doctors here in Atlantic City heard
these results of this study: it would take more than twice as many aspirin tablets to
give the same pain relief as two Excedrin. Not three aspirin, not even four. But more
than double the recommended dosage to give the same pain relief as two Excedrin.
Think about that before you buy aspirin again. Excedrin . . . more effective than twice
as many aspirin.

277. These advertisements made the representation alleged in
Paragraph 9(B)(2) because consumers would understand the claim
that at least twice as many aspirin were needed to equal the pain
relief provided by Excedrin as representing that a recommended dose
of Excedrin relieves twice as much pain as a recommended dose of
aspirin (Ross, Tr. 7074-79). This perception by consumers is evidenced
in the focus group comments reported in ASI Audience Reaction tests
of certain of these advertisements, where participants repeatedly
played back the idea that Excedrin is twice as effective, or twice as
strong, i.e, relieves twice as much pain, as aspirin (e.g., CX 2547Z013;
CX 255Z005, Z007; CX 257Z045; CX 258Z018).

b. Complaint Paragraph 9B)5)

278. Respondents have represented that Excedrin reduces fever
more effectively than aspirin (Comp. { 9(B)5)). This representation
was made in the following advertisements: CX 162, 163, 186.

279. The fact that Excedrin advertisements made the alleged repre-
sentation is demonstrated by the advertisements themselves and con-
firmed by expert testimony (Ross, Tr. 7092-96), and CX 256, the report
of an ASI Audience Reaction Test (Ross, Tr. 7094; CX 256Q).

280. This representation was made through the statements in each
of the advertisements listed in F. 278, supra, that Excedrin has “more
pain relievers, more fever reducers, more total strength than the com-
mon aspirin tablet” (emphasis added). Consumers would reasonably
conclude that an analgesic product that had more fever reducers than
aspirin would reduce fever more effectively than aspirin (Ross, Tr.
7092, 7096).
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c. Complaint Paragraphs 14(B), 7(BX2) and 7(BX(5)

281. Bristol-Myers has represented that the results of scientific
tests or studies prove claims that Excedrin is twice as strong as and
more effective than aspirin in relieving pain (Comp. {] 14(B)). Largely
through this representation, respondents have implied that it has
been scientifically proven or [74] established that a recommended
dose of Excedrin relieves twice as much pain as a recommended dose
of aspirin (Complaint { 7(B)2)). Both of these representations were
made in the following advertisements: CX 153-161, 164-167, 170, 171,
173, 176, 182, 184, 185, 202-204, 208, 736.

282. The fact that Excedrin advertisements made the alleged repre-
‘sentations is demonstrated by the advertisements themselves and
confirmed by expert testimony (Ross, Tr. 7086-92; 7126-28) and two
reports of ASI Audience Reaction Tests: CX 254 and 255.

283. These representations were made through a variety of express
and implied statements of proof based on the results of medical or
scientific studies for Excedrin’s claim of greater strength and effec-
tiveness than aspirin. ‘

284. Challenged advertisements such as those cited in F. 281, supra,
made the alleged representation by referring to medical studies and
hospital tests as proof that at least twice as many aspirin are needed
to equal the pain relief provided by Excedrin. Examples of this ap-
proach include:

(a) This is where it all happened. [scene of large skyscraper] At a medical convention
right here in Atlantic City. Here doctors heard new clinical evidence that there is a
difference in how pain relievers perform. The results of this major hospital study: It
took more than twice as many aspirin tablets to give the same pain relief as Excedrin.
More than twice as many aspirin to be as effective as Excedrin. How much aspirin a
pain reliever contains is one thing. How effectively that pain reliever performs is
something else. And that’s the important new evidence about pain relievers today. Two
Excedrin . . . more effective for the relief of pain than twice as many aspirin. Isn’t it
time you tried Excedrin? [SFX: Excedrin bottle and the words: “More effective than
twice as many aspirin”] (CX 155; see also similar language in CX 156-161).

(b) There’s evidence that Excedrin is more effective than aspirin. Now you’ve been
hearing that for over a year. But remember: the evidence is from a major hospital study
...astudy among patients with a kind of pain other than headache that medical science
uses to compare pain relievers. In that study it took more than twice as many aspirin
tablets to equal the pain relief of [75] Excedrin. With that kind of medical evidence—
isn’t it time you tried Excedrin? (CX 173; see also similar language in CX 165).

(c) A hospital study early in the 1960’s could find no significant difference in pain
relief between common aspirin and Excedrin. But medical research did not stop there.
And a more recent hospital study revealed a significant advantage for today’s Excedrin
... evidence that Excedrin is more effective than aspirin. Both studies were conducted
among patients with a kind of pain other than headache used by medical science for
comparing pain relievers. But in this latest study, it took more than twice as many



BRISTOL-MYERS CO., ET AL. 107
21 Initial Decision

aspirin tablets to equal the pain relief of Excedrin. Yes, more than twice as many! Since
research in a hospital found evidence that Excedrin is more effective than aspirin, isn’t
it time you tried it at home? [SFX: Excedrin bottle and the words: “Isn’t it time you
tried Excedrin?”’] (CX 176).

As seen in example (a) supra, the advertisements, which all feature
actor David Janssen as a spokesperson, often refer to a backdrop of
a purported medical convention site (see CX 155-161).

285. The reference in the advertisements to “a hospital study,”
would be understood by consumers to be a reference to the results of
scientific tests or studies (Ross, Tr. 7127) as would references to “medi-
cal evidence,” and “clinical evidence.” The representation that at
least twice as many aspirin are needed to equal the pain relief pro-
vided by Excedrin would be understood by consumers as a claim that
Excedrin relieves twice as much pain as aspirin, and is twice as strong
as and more effective than aspirin (Ross, Tr. 7088). Therefore, the
reference to “a hospital study,” and “medical evidence,” as proof that
twice as many aspirin tablets are needed to equal the pain relief
provided by Excedrin would be understood by consumers as a repre-
sentation that scientific tests or studies prove the claim (Ross, Tr.
7088-89). Therefore, the representation alleged in Paragraph 14(b)
was made.

286. References to proof through scientific tests or studies is under-
stood by consumers as a claim that it has been scientifically estab-
lished that Excedrin relieves twice as much pain as a recommended
. dose of aspirin, since the claim would be interpreted as a statement
of medical fact (Ross, Tr. 7217). Therefore, the representation alleged
in Paragraph 7(B)(2) was made. [76]

287. Confirmatory evidence that the representations challenged in
Paragraphs 14(B) and 7(B)(2) were made is found in CX 254 and 255,
reports of ASI Audience Reaction tests. As to the proof through scien-
tific tests or studies, a respondent in CX 254 noted, “I think [David
Janssen] said it was clinically tested” (CX 254Z014). A respondent in
CX 255 thought “the commercial [CX 153] says they have proof it is
four times as effective as aspirin” (CX 255Z008).

288. Advertisements making the claim that Excedrin reduces fever
more effectively than aspirin (F. 278, supra) do not explicitly repre-
sent that this claim has been established (Complaint {| 7(B)5)). Howev-
er, since these advertisements make a claim of comparative
superiority over other drugs, they, by their nature, imply a claim that
such superiority has been scientifically established.
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2. Representations Of Superiority Over All Other
OTC Internal Analgesics

a. Complaint Paragraph 9(BX1)

289. Bristol-Myers has represented that a recommended dose of .
Excedrin relieves more pain than a recommended dose of aspirin or
any other nonprescription internal analgesic (Complaint | 9(B)1)).
This representation was made in the following Excedrin advertise-
ments: CX 115, 116, 122-128, 130-139, 141-142, 144-153, 155-157,
162, 163, 168, 169, 172, 174, 181, 183, 186, 188-191, 193, 202-211, 724,
725, 727-733, 735741, 760Z017, 760Z021, 760Z023-25, 761Z015-17.

290. The fact that Excedrin advertisements made the alleged repre-
sentation is demonstrated by the advertisements themselves and con-
firmed by expert testimony (Ross, Tr. 7066). Confirmatory evidence is
contained in CX 310, the 1969 Excedrin Study.

291. The advertisements cited in F. 289, supra, made the represen-
tation alleged in Paragraph 9(B)(1) because each contained the claim
that it was stronger than any other nonprescription internal analges-
ic. Consumers would understand that an analgesic which was strong-
er than any other would relieve more pain than any other (Ross, Tr.
7066; CX 819). CX 310, the 1969 Excedrin Study, confirms that con-
sumers would so interpret this claim: when asked to choose from
among five descriptions of “extra-strength,” over half the analgesics
users queried ranked “more effective for severe pain” as their first or
second choice (CX 310Z117).

292. Since consumers view relief of more pain as an attribute of a
more effective pain reliever, consumers would [77] understand the
representation that Excedrin is a more effective pain reliever than
aspirin or any other nonprescription internal analgesic as claiming
also that Excedrin relieved more pain than any other nonprescription
internal analgesic (Ross, Tr. 7058-59; CX 819; CX 310Z115). There-
fore, wherever the representation that Excedrin is a more effective
pain reliever was made, the representation that Excedrin would re-
lieve more pain than aspirin or any other nonprescription analgesic
was also made. Furthermore, since the representation that Excedrin
is a more effective pain reliever than aspirin or any other nonpre-
scription analgesic because it contains four ingredients (Complaint | -
9(BXT7); F. 315, infra) is but a variation of the representation in Para-
graph 9(B)(6): it too would convey the representation that Excedrin
relieves more pain than aspirin or any other nonprescription analges-
ic (Ross, Tr. 7086; CX 819). Thus, wherever the representations al-
leged in Paragraphs 9(B)(6) and (7) were made, the representation
~ alleged in Paragraph 9(B)(1) was also made.
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b. Complaint Paragraph Y(B)3)

293. Bristol-Myers has represented that Excedrin relieves pain for
a longer period of time than a recommended dose of aspirin or any
other nonprescription internal analgesic (Complaint { 9(B)3)). This
representation was contained in the following advertisements: CX
115, 116, 122-128, 130-139, 141-142, 144-153, 155-157, 162, 163, 168,
169, 172, 174, 181, 183, 186, 188-191, 193, 202-211, 724, 725, 727-733,
735-741, 760Z017, 760Z020, 760Z021, 760Z023-25, 761Z2015-17.

294. The fact that Excedrin advertisements made the alleged repre-
sentation is demonstrated by the advertisements themselves and con-
firmed by expert testimony (Ross, Tr. 7066-67, 7058-59), and by CX
310, the 1969 Excedrin Study, and CX 289 and 290, reports of copy
tests conducted by the Ostberg organization.

295. This representation was made through a variety of express and
implied statements of the longer-lasting relief given by Excedrin com-
pared to aspirin and various other nonprescription internal analgesic
products. '

296. In many of the cited advertisements Excedrin is represented
as a more effective pain reliever than aspirin or any other nonpre-
scription internal analgesic because it contains four active ingredi-
ents. One of the active ingredients represented in these’
advertisements as making Excedrin a more effective pain reliever is
an ingredient represented as providing “long-lasting relief.” For ex-
ample:

.. . For the headache that really bothers you, take new Excedrin, the extra-strength
pain reliever. Look: [different chemical formulae are sequentially depicted] this is [78]
the formula for aspirin. The heavily advertised product that talks of a new stronger
formula merely adds caffeine to plain aspirin. But Excedrin has the strength of four
medically tested ingredients. You get quick relief. . . long-lasting relief . . . a tension
reliever to relax you . . . an antidepressant to restore your spirits . . . (CX 115; for similar
language see advertisements listed in F. 315, infra).

These advertisements made the representations alleged in Paragraph
9(BX3) because consumers would understand them as claiming that,
by virtue of an added ingredient, Excedrin provided longer lasting
relief than aspirin or any other nonprescription internal analgesic.

297. Many of the cited advertisements represent Excedrin as strong-
er for the relief of pain than aspirin or any other nonprescription
internal analgesic (F. 289, supra). These advertisements made the
representations alleged in Paragraph 9(B)3) because consumers
would view the ability to relieve pain for a longer period of time as
an attribute of an analgesic product represented as stronger than
others (Ross, Tr. 7066; CX 819, CX 310Z114, Z117).

298. The verbatim comments in CX 289 and 290, copy tests conduct-
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ed by the Ostberg organization on advertisements (CX 141 and 125,
respectively) containing both the “active ingredient” and “strength”
claims, confirm that this representation was made. Respondents’ com-
ments regarding Excedrin included: “better, stronger and longer last-
ing” (CX 289Y); “works faster and gives longer lasting relief” (CX
2897001); it just lasted longer than other pain relievers” (CX
289Z002); “faster relief and relief lasts longer” (CX 289Z006); “Exce-
drin would work faster and last longer and was stronger than aspirin”
(CX 289Z017); “it lasts for a longer time” (CX 290Z017).

299. Since consumers view longer duration as an attribute of superi-
or analgesic effectiveness, consumers would also understand the rep-
resentation that Excedrin is-a more effective pain reliever than
aspirin or any other nonprescription internal analgesic as claiming
that Excedrin relieved pain for a longer period of time than aspirin
or any other nonprescription analgesic (Ross, Tr. 7058-59; CX 819).
Therefore, wherever an advertisement represented that Excedrin is
a more effective pain reliever than aspirin or any other nonprescrip-
tion internal analgesic (Complaint { 9(B)(6); F. 308, infra ) and/or that
Excedrin is a more effective pain reliever because it contains four
active ingredients (Complaint  9BX7); F. 315, infra) the representa-
tion that Excedrin relieves pain for a longer period of time than
aspirin or any other nonprescription internal analgesic was also made
(Ross, Tr. 7058-59). [79]

c. Complaint Paragraph 9(B)4)

300. Respondents have represented that Excedrin relieves pain
faster than aspirin or any other nonprescription internal analgesic
(Complaint { 9(B)4)). This representation was made in the following
advertisements: 115, 116, 122-128, 130-139, 141-142, 144-153, 155-
157, 162, 163, 168, 169, 172, 174, 181, 183, 186, 188-191, 193, 202-211,
724, 725, 727-733, 135-741, 760Z017, 760Z020, 760Z021, 760Z023-25,
761Z015-17. 4
~ 301. The fact that Excedrin advertisements made the alleged repre-
sentation is demonstrated by the advertisements themselves and by
expert testimony (Ross, Tr. 7058-59). Confirmatory evidence is found
in CX 310, the 1969 Excedrin Study; CX 255, report of an ASI Audi-
ence Reaction Test; and CX 287, 288, 289 and 290, reports of tests
conducted by the Ostberg organization. '

302. This representation was made through a variety of express and
implied statements comparing Excedrin’s speed in relieving pain to
the speed of aspirin and other nonprescription internal analgesics.

303. In certain advertisements consumers are represented as ex-
periencing pain reliefin a matter of minutes with Excedrin and faster
than they ever had before. For example:
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(a) Over 19 million people have ¢hanged to new Excedrin for the relief of pain. Here’s
one of them . . . ACKERLY: I get terrible headaches from pressure and heat, and the
fellow on the job said, ‘Gee, I got something that’ll take your headache away.’ He gave
me two pills and in about ten minutes my headache just left me and I said, ‘Boy, what’s
the name of that stuff?” He says, ‘Oh, it’s Excedrin’ (CX 115).

(b) ANNCR: What is an Excedrin headache? Listen . . . TESTIMONY: I was at a
recording session [ . . . ] and I walked in there with a headache and I took two Excedrin
during one of the breaks, ten minute breaks, and it was gone. The sound was still loud
but it went away. ANNCR: Excedrin works fast. It has a special ingredient for quick
relief. TESTIMONY: Something that works ZAP! It’s really good . . . (CX 145).

(©)[...1MAN: I'd rather take Excedrin for a headache than anything else. WOMAN
2: The [80] faster something can work the better it is. I'm all for being rid of pain
... (CX 146).

Advertisements making this representation convey the clear message
to consumers that Excedrin relieves pain faster than aspirin or any
other nonprescription internal analgesic. '

304. In many of the cited advertisements Excedrin is represented
as a more effective pain reliever than aspirin or any other nonpre-
scription internal analgesic because it contains four active ingredi-
ents (Complaint | 9(BX7); F. 315, infra). One of the active ingredients
which is represented in these advertisements as making Excedrin a
more effective pain reliever is an ingredient (sometimes referred to as
a “special” ingredient, see, e.g., CX 145) represented as providing
“quick relief” (seeadvertisements listed at F'. 315, infra). These adver-
tisements made the challenged representation because consumers
would understand them as claiming that, by virtue of an added in-
gredient, Excedrin provided faster relief than aspirin or any other
nonprescription internal analgesic (CX 819).

305.-306. Reserved.

307. Confirmation that the alleged representation was made is also
found in copy tests of a representative selection of the challenged
advertisements listed in F. 300, supra. CX 255, a report of an ASI
Audience Reaction test on CX 153; and in CX 287, 288, 289 and 290,
reports of copy tests conducted by the Ostberg organization on CX 135,
122, 141 and 125 respectively. Tabulations of the main ideas com-
municated in both the ASI and Ostberg tests demonstiate that the
representation of Excedrin as the faster pain reliever was conveyed
(CX 255Z005; CX 287M; CX 288P; CX 2890; CX 290Q). Participants
in CX 289, for example, understood the advertiser ads representing
that Excedrin “works faster and gives longer lasting relief” (CX
2897001); “gets rid of your headache faster” (CX 289Z004); “is better -
than anything on the market,” “Faster relief and relief lasts longer,”
“a faster and better pain reliever than others on the market” (CX
2897006); “relieves pain faster and is better than other ones” (CX
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2897009); “it works faster” (CX 2897010, Z014); ““of coﬁrse, [is] better
and works faster than any other” (CX 289Z011).

d. Complaint Paragraph %BX6)

308. Bristol-Myers has represented that Excedrin is a more effective
pain reliever than aspirin or any other nonprescription internal
analgesic (Complaint | 9(B)6)). This representation was made in the
following advertisements: CX 115, 116, 122-128, 130-139, 141-142,
144-153, 155-157, 162, 163, 168, 169, 172, 174, 181, 183, 186, 188-191,
202-211, 724, 725, 727-733, 735-741, 760Z017, 760Z020, 760Z021,
760Z023-25, 761Z2015-17. [81]

309. The fact that Excedrin advertisements made the alleged repre-
sentation is demonstrated by the advertisements themselves and con-
firmed by expert testimony (Ross, Tr. 7071-74). Confirmatory
evidence is contained in CX 310, the 1969 Excedrin study; and CX 287,
288, 289, and 290, reports of tests conducted by the Ostberg organiza-
tion.

310. This representation was made through a variety of express and
implied statements concerning Excedrin’s superiority to other pain
relievers that referred to effectiveness or to particular attributes or
dimensions of effectiveness, such as strength, speed and duration of
relief. :

311. Bristol-Myers has admitted that it represented Excedrin is a
more effective pain reliever than aspirin tablets.

312. In certain of the challenged advertisements, Excedrin has also
been represented as superior to aspirin and any other nonprescription
internal analgesic in terms of the following attributes or dimensions
of pain relief: (a) extra-strength; and (b) longer pain relief. The repre-
sentation that Excedrin is superior to other analgesics as to one or
more of these attributes or dimensions of analgesia would be viewed
by consumers as a representation that Excedrin is a more effective
pain reliever, since more pain relief and longer relief are viewed by
consumers as components of greater effectiveness in a pain reliever
(Ross, Tr. 7076; CX 819; CX 310 Z112-Z117).

313. Consumers would also understand the claim that Excedrin is
a more effective pain reliever than aspirin or any other nonprescrip-
tion internal analgesic because it contains four active ingredients
(Complaint  9(BX7)) as making the alleged representation because
the former is but an extended statement of the latter (Ross, Tr. 7068;
CX 819). ' ,

314. Confirmation that the alleged representation was made is
found in copy tests of a representative selection of the challenged
advertisements listed in F. 308, supra: CX 287, 288, 289, and 290,
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reports of copy tests conducted by the Ostberg organization on CX 135,
122, 141 and 125, respectively. Tabulation of the main ideas com-
municated in the Ostberg tests demonstrate that the representation
of Excedrin as a more effective pain reliever was conveyed (CX 287M;
CX 288P; CX 2890; CX 290Q). Respondents in the Ostberg tests under-
stood the advertiser to be claiming Excedrin as: “better, stronger,
longer lasting” (CX 289Y); “the best pain reliever on the market” (CX
2897); “among the different brands, the best” (CX 289Z004); “‘even
though the others claim to be better for headaches” (CX 289Z004);
“better than anything on the market” (CX 289Z006); “a faster and
better pain reliever than others on the market” (CX 289Z007); “the
best pain killer” (CX 289Z008); [82] “better than aspirin and the other
brands” (CX 289Z009); “relieves pain faster and is better than the
other ones” (CX 289Z009); “of all the other pain relievers, . . . the best
and fastest working” (CX 289Z010); “better. Works quicker. Ingredi-
ents are stronger” (CX 289Z010); “better and works faster than any
other” (CX 289Z011); “a lot more effective and was also a pain reliever
(CX 2897Z013); “a stronger pain reliever than the others” (CX
2897015); “better than others for headache” (CX 290Z007); “relieves
pain faster than anything else. Is more effective” (CX 290Z011); “the
best product on the market. You should take it for all kinds of head-
aches;” “the best pain reliever made” (CX 290Z016); “much better
than the others . . . stronger 'and more effective,” (CX 290Z017).

e. Complaint Paragraph 9(BX7)

315. Respondents have represented that Excedrin is a more effec-
tive pain reliever than aspirin or any other nonprescription internal
analgesic because it contains four active ingredients (Complaint {
9(B)X7)). This representation was made in the following advertise-
ments: CX 115,116,120, 121, 124, 125, 132,133, 138, 139, 141, 142, 144,
146-151, 209.

316. The fact that Excedrin advertisements made the alleged repre-
sentation is demonstrated by the advertisements themselves and con-
firmed by expert testimony (Ross, Tr. 7081-82). Confirmatory
evidence is contained in CX 289 and 290, reports of copy tests conduct-
ed by the Ostberg organization.

317. The challenged advertisements cited in F. 315, supra, typically
link the general representation of greater effectiveness conveyed by
the “extra-strength” claim to a claim which expressly or impliedly
attributes this “extra-strength” to four “medically proven ingredi-
ents,” which are depicted graphically in a sequence of chemical for-
mulas. For example:
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(@) . . . For the headache that really bothers you, take new Excedrin, the extra-
strength pain reliever. Look: (formulae shown in sequence) this is the formula for
aspirin. The heavily advertised product that talks of a new stronger formula merely
adds caffeine to plain aspirin. But Excedrin has the strength of four medically tested
ingredients. You get quick relief . . . long lasting relief . . . a tension reliever to relax
you . .. an anti-depressant to restore your spirits . . . Tablet for tablet, Excedrin is 50%
stronger than aspirin for relief of headache pain . . . New Excedrin, the extra-strength
pain reliever. (CX 115). [83]

() . . . The modern Excedrin formula gives you quick relief (formulae shown in
sequence); long lasting relief, a tension reliever to relax you, an anti-depressant to
restore your spirits . . . Four ingredients, not just one or two. That’s Excedrin . . . the
extra-strength pain reliever. (CX 125).

Other advertisements (e.g., CX 147-150) simply state “Four ingredi-
ents, not just one or two . . . that’s Excedrin,” and others (e.g,, CX 118
and 121) buttress the four-ingredient claim by stating “Excedrin
... with more quantity and more kinds of ingredients . . . than leading
pain tablets!”

318. Challenged advertisements such a those cited in F. 315, supra,
made the representation alleged in Paragraph 9(B)(7) because con-
sumers would have understood the presence of four active ingredients
as being put forward as a reason for Excedrin’s superior effectiveness,
particularly where the number of ingredients in Excedrin is contrast-
ed with the representedly smaller number of ingredients in other
nonprescription internal analgesics (“four ingredients, not just one or
two . ..”; “more kinds of ingredients than leading pain tablets”) (Ross,
Tr. 7081-82).

319. Confirmation that consumers so view the advertisements is
contained in CX 289 and 290, reports of copy tests conducted by the
Ostberg organization on advertisements (CX 141 and 125, respective-
ly). These advertisements contained the four ingredient-chemical for-
mula sequence. Tabulations of ideas communicated in both these tests
demonstrate that the message of superior efficacy because of the
presence of “more” ingredients was conveyed (CX 2890; CX 290Q), as
do the verbatim comments of respondents: “there was more pain -
relief in Excedrin because it has four pain relief ingredients” (CX
289Z005); “Excedrin was better than most other pain relievers be-
cause it has four ingredients” (CX 290Z002); “Excedrin is better and
works faster than other products because of more things in it” (CX
290Z018).

3. Representations of Established Superiority for Excedrin Over
All Other Nonprescription Internal Analgesics

320. Each of the Excedrin advertisements containing a claim of
comparative superiority to any other nonprescription pain reliever
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implies that such superiority has been scientifically established. See
F. 266, supra.

a. Complaint Paragraphs 7(b)1), and 7(B)3)-7(BX7)

~ 321. Respondents have also explicitly represented, as a matter of
fact, that it has been established that: [84]

(a) a recommended dose of Excedrin relieves more pain than a
recommended dose of aspirin or any other nonprescrlptlon internal
analgesic (Complaint { 7(B)(1));

(b) Excedrin relieves pain for a longer period of time than a recom-
mended dose of aspirin or any other nonprescription internal analges-
ic (Complaint | 7(B)3));

(c) Excedrin relieves pain faster than aspirin or any other nonpre-
scription internal analgesic (Complaint { 7(BX4));

(d) Excedrin is a more effective pain reliever than aspirin or any
other nonprescription internal analgesic (Complaint { 7(B)6)); and

(e) Excedrin is a more effective pain reliever than aspirin or any
other nonprescription analgesic because it contains four-active in-
gredients (Complaint | 7(B)(7)).

Each of these explicit representations of establishment as a matter of
fact were made in the following advertisements: CX 115, 116, 124, 125,
132, 133, 138, 139, 141, 142, 144.

322. Respondent has represented that scientific tests or ev1dence
~ prove that Excedrin is a more effective pain reliever than aspirin (CX
153-161, 164-167, 170-171, 173, 175-177, 179-182, 184-185, 188-191,
193, 195, 202-208, 210, 211, 760Z003-Z004, 760Z017-7Z028, 761Z-
2002, 761Z015-Z017).

323. The fact that Excedrin advertisements made the alleged repre-
sentations is demonstrated by the advertisements themselves and
confirmed by expert testimony (Ross, Tr. 7117-20).

324. These representations were made through a number of express
and implied statements, particularly graphic or other visual aids, of
a basis in scientific or medical fact for Excedrin’s superiority (Ross,
Tr. 7008).

325. These advertisements feature an impressive graphic as well as
. a verbal representation of Excedrin’s purported four ingredient
chemical formula. For example:
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gee- gewl- G
QUICK RELIEF LONG LASTING

[ )

TENSION RELIEVER ANTI-DEPRESSANT

[85] Consumers would have understood these advertisements as
representing that Excedrin’s superiority is scientifically established.
The audio-visual presentation of a chemical formula as the basis for
Excedrin’s superior performance would be interpreted by consumers
as a statement of medical fact. The chemical formula suggests that
Excedrin’s difference from other nonprescription internal analgesics,
and thus its superiority, is due to a scientifically determined chemical
structure and is a scientifically verified proposition (Ross, Tr. 7119,
7120). '

326. Certain advertisements further enhance the audio-visual pre-
sentation of the formula by referring to “four medically endorsed
ingredients,” (CX 115, 116). '

327. The audio-visual presentation of the formula consisting of four
chemical components clearly suggests that the proposition that Exce-
drin is a more effective pain reliever than aspirin or any other nonpre-
scription pain reliever because it contains four active ingredients
(Complaint | 7(BX7)) is scientifically established. This claim subsumes
the representation that Excedrin is a more effective pain reliever
than aspirin or any other nonprescription internal analgesic (Com-
plaint | 7(B)(6); F. 328, supra). Furthermore, the representation that
it has been established that Excedrin is a more effective pain reliever
(1 7(B)(6)) would also be understood by consumers as a representation
that it has been equally established that Excedrin relieves more pain
and relieves pain for a longer period of time, because consumers
associate these attributes of superior performance with a claim of
superior efficacy (Ross, Tr. 7119). Moreover, the claims that Exce-
drin’s greater speed and duration of pain relief are established are
made even more vivid bv exolicit identification of those varticular
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components in the chemical formula which give “quick relief” and
“long lasting” relief. Therefore, the representations alleged in Para-
graphs 7(B)(1), 7(B)3), 7(B)4), 7(B)(6) and 7(B)(7) are closely intercon-
nected and have been made. [86]

4. Representations That Excedrin Relieves Tension, That Its
Ingredients Are Other Than Aspirin Or Caffeine,
And Failure To Disclose These Ingredients

a. Complaint Paragraph 12(B)

328. Respondents have represented that Excedrin relieves nervous
tension, anxiety and irritability -and will enable persons to copy with
the ordinary stresses of everyday life (Complaint { 12(B)). This repre-
sentation was made in the following advertisements: CX 115, 116, 121,
124, 125, 127, 128, 132, 133, 135-139, 141-144, 148, 150, 183.

329. The fact that Excedrin advertisements made the alleged repre-
sentation is demonstrated by the advertisements themselves, and con-
firmed by expert testimony (Ross, Tr. 7097-7101, 8246-50).
Confirmatory evidence is contained in the reports of the following
tests conducted by the Ostberg organization: CX 286, 287, 288, 289,
290.

330. This representation was made through a variety of express and
implied statements of Excedrin’s ability to perform a mood altering
function apart from its ability to relieve headache or other pain (Ross,
Tr. 7097-98). 4

331. Many of the cited advertisements state that Excedrin contains
“a tension reliever to relax you and an antidepressant to restore your
spirits,” while chemical formulae labelled “TENSION RELIEVER”
and “ANTIDEPRESSANT” are depicted graphically (CX 115, 116,
124, 125, 132, 133, 138, 139, 141, 142, 144). CX 183 speaks of “specifi-
cally, a tension reliever, a speed ingredient, an anti-depressant to put
you on solid ground again.”

332. In certain advertisements, situational tension is depicted or
discussed and Excedrin is recommended for relief. For example:

(a) In CX 148 a consumer, after relating that he has been having
money problems, claims that “when you take two Excedrin you’re
able to cope with your problems a lot better.”

(b) In CX 135 a “woman’s problem” is referred to, and Excedrin is
claimed to offer “more for this time than plain aspirin. It’s a combina-
tion of pain relievers and anti-depressant and . . . you can use some
anti-depressing . . .”

(c) Many of the challenged advertisements depict situations which
are labelled “Excedrin Headaches,” and refer either to Excedrin’s
“tension reliever to relax you and anti-depressant to restore your
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spirits” (CX 124, 125, 127, 138, 139, 142, 144; F. 328, [87] supra) or
state that Excedrin is “made stronger against pain and its tension”
(CX 128, 136, 137). In each case the advertisements depict, albeit
humorously, situational tensions which are unrelated to headache or
other pains. For example, in CX 133, a woman learns that her hus-
band has wallpapered the powder room, but has glued the wallpaper
upside down, and covered the medicine cabinet. In CX 136 and 137 an
“Excedrin headache” is the nervous upset resulting from a rear end
collision with a police car. ‘

(d) In CX 183 a woman is shown walking on eggs and the announcer
asks, “Is that how you feel when you get a headache, as though you’re
walking on eggs? And you feel like you’d like to smash every one of
them. It’s not just the pain, it’s what the pain does to you, and you
want something for that too . . .” The advertisement then refers to
Excedrin’s “tension reliever” and “antidepressant” to put you back on
solid ground.

333. The advertisements cited in F. 328, supra, made the represen-
tation alleged in Paragraph 14(B) because, taking each advertisement
as a whole, consumers would have understood them as representing
that Excedrin relieves tension and related nervous upset and restores
the user to a mood where he or she can cope with the situation apart
from pain relief (Ross, Tr. 7097-7101).

334. Confirmatory evidence that the alleged representation was
made is found in CX 286-90, reports of copy tests conducted by the
Ostberg organization on CX 183, 135, 122, 141 and 125, respectively.
Each of the advertisements tested in these copy tests refers to Exce-
drin’s “tension reliever to relax you . .. an antidepressant to restore
your spirits.” Tabulations of ideas communicated in each test demon-
strate that the advertisements conveyed the message that Excedrin
relieves tension (CX 286M; CX 287M; CX 288P; CX 2890; CX 290Q).
Respondents in CX 289, for example, understood the advertisement
as representing the following claims related to tension relief: “Com-
parison of Excedrin to regular aspirin—pain reliever, anti-depres-
sant, mild sedative” (CX 289Z004); “it relieves tension and it’s more
effective than aspirin” (CX 289Z005); “it said they are better than
aspirin. They remove depression” (CX 289Z009); “if something gets on
your nerves, Excedrin will help” (CX 289Z015); “they said they had
something in it to combat depression and relieve the pain” (CX
289Z018); “in nerve wracking or frustrating situations, use Excedrin
to calm down” (CX 290Z018). [88]

335. A specific reference to a tension relieving ingredient in Exce-
drin advertisements clearly communicates to the consumer that
Excedrin contains an ingredient specifically useful for tension caused
by problems other than pain. This is so even where a representation
of pain relief is also made (Ross, Tr. 8244-46, 8252-61).
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336. Where Excedrin advertisements depict situational tensions
unrelated to pain, the advertisements communicate the alleged repre-
sentation despite the reference to the situations as “Excedrin head-
aches,” the humorous treatment given the situation and the claim
that Excedrin is “stronger for relief of pain and its headache” (Ross,
Tr. 8266-71). The depiction of a nonpain tension situation diffuses the
notion that any headache is involved, and projects an independent
tension claim (Ross, Tr. 8271). CX 288, an Ostberg copy test of an
advertisement of this type, confirms that these advertisements con-

vey the representation of tension relief to consumers (CX 288P; Ross,
Tr. 7105-06, 8271).

b. Complaint Paragraph 19

337. Excedrin advertisements do not say that Excedrin contains
aspirin and caffeine (Complaint {| 19). None of the advertisements in
evidence disclose that Excedrin contains aspirin and caffeine (all chal-
lenged advertisements for Excedrin, i.e., CX 115-116, 122-139, 141-
186, 188-191, 193, 202-211, 724, 725, 727-733, 735-741; 760Z017,
760Z020-21, 760Z024-25, 761Z015-17; Ross, Tr. 7113).

338. Some Excedrin advertisements speak of an ingredient which
gives “long lasting relief” and another which is an “antidepressant.”
While these are found on close inspection of the advertisements to be
aspirin and caffeine respectively, consumers are led to believe that
they are something other than aspirin and caffeine (Complaint { 21;
F. 337, supra). .

339. Many of the Excedrin advertisements in evidence represent
that Excedrin is a more effective pain reliever than aspirin or any
other nonprescription internal analgesic because it contains four ac-
tive ingredients (Complaint | 9(B)(7); F. 315). These advertisements
usually characterize the ingredients as giving “long lasting relief,” or
as acting as a “tension reliever” or “an antidepressant,” but in no
instance is aspirin identified as an Excedrin ingredient.

340. Some Excedrin advertisements in evidence suggest that the
ingredients in Excedrin, whatever they are, do not include aspirin (CX
121, 141, 153, 159, 166, 173, 181-183, 203-204). Some advertisements
claim that “tablet for tablet Excedrin is 50% stronger than aspirin for
relief of headache pain” (e.g., CX 115-118, 120, 121, 199). Other adver-
tisements ask, “What’s [89] better than aspirin?”’ and answer, “new
clinical evidence says Excedrin” (CX 203). Still others announce that
“Aspirin isn’t best anymore,” and represent that “in a major hospital
study Excedrin worked better than twice as many aspirin tablets” (CX
204). CX 183 tells consumers, “You want Excedrin. Not plain aspirin
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by consumers to mean that Excedrin is not an aspirin product (Ross,
Tr. 7113, 7115). o

341. Through the examples cited here and other advertisements in
evidence, Excedrin has been advertised to consumers without disclos-
ing that it contains aspirin or caffeine.

¢. Complaint Paragraph 21

342. Respondents have also represented that the ingredient giving
“long lasting relief” in Excedrin is other than ordinary aspirin and
that the “antidepressant” is other than caffeine (Complaint | 21). This
representation was made in the following advertisements: CX 115,
116.

343. The fact that Excedrin advertisements made the alleged repre-
sentation is demonstrated by the advertisements themselves, and con-
firmed by expert testimony (Ross, Tr. 7107-7112).
~ 344. In fact, the ingredient identified as giving “long lasting relief”
is aspirin, and the “antidepressant” is caffeine (Lanman, Tr. 121500).-
Yet, the advertisements contrast the ingredients in Excedrin with an
aspirin/caffeine combination. The advertisements begin by telling
the consumer to “take Excedrin, the extra-strength pain reliever.” As
the purported chemical formula for aspirin is depicted, the advertise-
ments state, “Look: this is the formula for aspirin.” Then depicting
the purported chemical formula for caffeine added to aspirin, the
advertisements claim that the product that “talks of a new stronger
formula merely adds caffeine to aspirin.” The advertisements then
depict the formula for Excedrin underneath the caffeine-aspirin for-
mula, the one bearing no apparent relationship to the other. The
advertisements then state, “But Excedrin has the strength of four
medically tested ingredients,” and focusing on segments of the for-
mula in turn, states, “You get quick relief, long lasting relief, a ten-
sion reliever to relax you, an antidepressant to restore your spirits”
(CX 115-116). ‘

344a. A closer inspection of the depicted aspirin-caffeine chemical
formula and th~ Excedrin formula which is contrasted to it reveals
that the formula depicted as aspirin and caffeine appears in segment-
ed form in the depiction of the Excedrin formula. However, the aspi-
rin-caffeine segments are arranged in such an order, and are so placed
within the larger Excedrin chemical formula, that the consumer
would not recognize them and would view the segments of the Exce-
drin formula which are stated as giving “‘long lasting relief” and being

“an antidepressant,” [90] as something other than aspirin and caf-
frinna vacnantivaly (Rnee Tr 7111).
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D. The Excedrin P.M. Advertisements In Evidence Made
Certain Of The Challenged Representations

1. Representations of Superiority for Excedrin P.M.

a. Complaint Paragraphs 9(BX8) and 9(BX10)

345. Respondents have represented that a recommended dose of
Excedrin P.M. will relieve more pain than a recommended dose of
aspirin (Complaint { 9(B)8)) and that Excedrin P.M. is a more effec-
tive pain reliever than aspirin because it contains three analgesic
ingredients (Complaint { 9(B)10)). CX 233, 235, 236, 241, 243, 244,
760Z007, 7612007, made the representation contained in Paragraph
9(B)(8). CX 233, 241 and 244 made the representation alleged in Para-
graph 9(B)(10).

346. The fact that Excedrin P.M. advertisements made the alleged
representations is demonstrated by the advertisements themselves
and confirmed by expert testimony (Ross, Tr. 7139-47). Further con-
firmatory evidence is contained in CX 263 and 264, reports of ASI
Audience Reaction tests.

347. In some advertisements (CX 233 and 241), Excedrin P.M. is
represented as stronger than aspirin. For example, CX 233 states that
Excedrin P.M. gives you “extra-strength,” a claim which consumers
would understand as meaning Excedrin was stronger and more effec-
tive than aspirin (Ross, Tr. 7140). These advertisements made the
representation in Paragraph 9(B)8) because consumers would under-
stand that an analgesic which is stronger than aspirin would relieve
more pain than aspirin (Ross, Tr. 7140; see also Ross, Tr. 7066; CX
819). - C

348. In some advertisements Excedrin P.M. is represented as con-
taining more pain relievers than aspirin. For example, CX 235 states
that Excedrin P.M. . .. “has more pain relievers than simple aspirin”
(for similar language see CX 236). These advertisements made the
representation alleged in Paragraph 9(B)X8) because consumers would
understand the representation that Excedrin P.M. has more pain
relievers than aspirin as claiming that Excedrin P.M. would relieve
more pain than aspirin (Ross, Tr. 7140).

349. In some advertisements (CX 233, 241, 244) Excedrin P.M. is
represented as containing three pain relievers. For example, CX 243
states that Excedrin P.M. “combines a mild sleeping aid with 3 pain
relievers.” These advertisements made the representations alleged in
Paragraph 9(BX8) and 9(B)(10) because consumers would view the
representation that Excedrin {91] P.M. contains three pain relievers,
i.e., more pain relievers than aspirin, (a) as claiming that Excedrin
P.M. would relieve more pain than aspirin (Complaint | 9(B)(8)) (F.
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345, supra) and (b) as a reason for Excedrin P.M. being a more effec-
tive pain reliever than aspirin (Complaint { 9(B)(10)) (Ross, Tr. 7141).

350. Confirmation that these representations were made is found in
CX 263 and 264, two ASI Audience Reaction tests of CX 238, an
advertisement containing both the “extra-strength” and “three pain
relievers” claim. Tabulations in these tests show that the advertise-
ments conveyed the message that Excedrin P.M. was stronger, or
more effective (CX 263R; CX 264Y) and contained three pain relievers
(CX 263R). A respondent in CX 263 viewed the advertisement as
“saying, that [Excedrin P.M.] is three times stronger than daytime
aspirin,” indicating not only an understanding that Excedrin is being
represented as relieving more pain than aspirin, but as being more
effective because of the presence of three analgesics (Ross, Tr. 7140,
7143).

b. Complaint Paragraph 9(B)9)

351. Respondents have represented that a recommended dose of
Excedrin P.M. is more effective for the relief of pain which occurs at
night than a recommended dose of aspirin or any other nonprescrip-
tion internal analgesic (Complaint | 9(B)9)). This representation was
made in the following advertisements: CX 224, 228, 229, 233, 235, 236,
240, 243. ,

352. The fact that Excedrin P.M. advertisements made the alleged
representations is demonstrated by the advertisements themselves
and confirmed by expert testimony (Ross, Tr. 7133-38). Further con-
firmatory evidence is contained in the following ASI Audience Reac-
tion tests: CX 260, 262, 263, 264. ; '

353. This representation was made through a variety of express and
implied claims of Excedrin’s greater ability to relieve pain occurring
at night, as distinct from pain generally, than aspirin or any other
nonprescription internal analgesic.

354. In some advertisements, Excedrin is represented as the “extra-
strength nighttime pain reliever” specially formulated for pain occur-
ring at night. For example, CX 233 states that Excedrin P.M. is “The
extra-strength nighttime pain reliever. Its special formula contains
three pain relievers plus a mild sleeping aid.” These advertisements
clearly make the representation alleged in Paragraph 9(B)9). Con-
sumers would understand them as representing (1) particularly
through the “extra-strength” claim, that Excedrin P.M. is more effec-
tive than aspirin or any other nonprescription internal analgesic
(Ross, Tr. 7134); and (2) through the representation of a special for-
mula for “nighttime” pain relief that Excedrin P.M. was more effec-
tive for pain occurring at night (Ross, Tr. 7134). [92]

355. In some advertisements, pain occurring at night, when the
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consumer is going to sleep, is represented as different from pain occur-
ring during the day. Excedrin P.M. is, in turn, represented as better
for this type of pain because it is “more than simply a pain reliever.”
For example:

(a) Merv Griffin: If you sometimes go to bed with aches and pains, the makers of
Excedrin have a new idea for you. Excedrin P.M. . . . the nighttime pain reliever.
Because aches and pains seem different at night . . . That’s when you want more than
simply a pain reliever. You also want something to help you get to sleep. That’s what
new Excedrin P.M. is made for. It combines pain relievers with a special ingredient to
help you sleep. So it relieves pain and its tension and helps you get to sleep . . . (CX
224A). '

(b) Daytime pain and nighttime pain can be as different as day and night. Because
at night, when its quiet, even a'tiny pain can hurt a lot. You could take a simple
pain reliever. But it doesn’t have anything extra to help you sleep. Excedrin P.M.
does . . . (CX 228A). ‘ ‘

These advertisements clearly make the alleged representation (Ross,
Tr. 7135).

356. ASI Audience Reaction tests of some of these advertisements
confirms that conclusion (CX 262-264; Ross, Tr. 7135-38). In CX 263
the verbatim comments demonstrate, inter alia, that consumers per-
ceived Excedrin P.M. as specially formulated and thus more effective
for pain occurring at night (CX 263Z022; Ross, Tr. 7136). The analysis
of verbatim comments in CX 264 similarly indicates such a perception
(CX 264Y; Ross, Tr. 7137). One participant in CX 264 noted that
“there was a definite point that [Excedrin P.M.] was a different thing
for nighttime pain than you would use during the day. It was more
effective, so you would be able to sleep” (CX 262Z037). Another point-
ed to the product’s seeming unique formulation for pain at night: “I
would say that the combined ingredients make it unique, but some-
how I had the feeling that it was Excedrin with one of the across-the-
counter sleeping medications added, you know . ..” (CX 262Z043). [93] -

2. Representations of Established Superiority for Excedrin P.M.

357. Bristol-Myers has not expressly claimed that it has been “es-
tablished” that:

(a) a recommended dose of Excedrin P.M. will relieve more pain
than a recommended dose of aspirin (Complaint | 7(B)8));

(b) a recommended dose of Excedrin P.M. is more effective for the
relief of pain which occurs during the night than aspirin or any other
nonprescription internal analgesic (Complaint {{ 7(B)(9)); nor that

(c) Excedrin P.M. is a more effective pain reliever because it con-
tains three analgesic ingredients (Complaint | 7(B)(10)).
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However, the cited Excedrin P.M. advertisements make express
claims of superiority over other drugs and implies a claim that such
superiority has been scientifically established (F. 266, supra).

3. Representations that Excedrin P.M. Relieves Tension
a. Complaint Paragraph 12(B)

358. Bristol-Myers has represented that Excedrin P.M. will relieve
nervous tension, anxiety and irritability and will enable persons to
cope with the ordinary stresses of everyday life (Complaint { 12(B)).
This representation was made in CX 216 and 219.

b. Complaint Paragraph 23

359. Bristol-Myers has represented that the mild sedative or sleep-
inducing agent contained in Excedrin P.M. is special and unique
(Complaint ff 23). These representations were made in the following
advertisements: CX 213-222, 224, 228, 229, 233, 234, 238, 239, 241~
244, 760Z005, 761Z005, 760Z006, 7617006, 760Z007, T761Z007,
760Z008, 761Z008.

360. The fact that Excedrin P.M. advertisements made the alleged
representation is demonstrated by the advertisements themselves
and confirmed by expert testimony (Ross, Tr. 7155-56). The represen-
tation alleged in Paragraph 23 was made through statements relating
to the special or unique contents of Excedrin P.M. making it a seda-
tive (F. 361, infra). .

361. Some advertisements prominently feature the label of Exce-
drin P.M. which contains the statements “The Night-time Pain Re-
liever. Special Formulation.” Advertisements also refer to Excedrin
P.M.’s “special formula” or “special night-time [94] ingredient,” when -
representing the product as a mild sedative. These advertisements
clearly made the representation alleged in Paragraph 23 (Ross, Tr.
7155-56).

c. Complaint Paragraph 19

362. A review of the Excedrin P.M. advertisements in evidence
shows that none of them mentioned in any way the presence of aspirin
in that product. Bristol-Myers’ Excedrin P.M. ads did not disclose that
Excedrin P.M. contains aspirin (Complaint | 19).

363. All advertisements received in evidence were disseminated to
the public. CX 800, 801 and 802 contain a listing of all advertisements
offered by complaint counsel and, where available, information on the
dates of dissemination and number of disseminations.
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V. THE SCIENTIFIC EVIDENCE SUPPORTS THE ALLEGATIONS
OF THE COMPLAINT

A. Evidence Necessary To Establish Absolute Or
Comparative Analgesic Performance

1. Well-Controlled Clinical Studies Are Necessary To
Establish Comparative Efficacy of Analgesics

364. In order to say any scientific or medical proposition is estab-
lished, experts in the pertinent field require that the proposition be
supported or proven by a type and quality of scientific evidence that
reduces the chance for error to an acceptable level and is unlikely to
be due to chance (Azarnoff, Tr. 9178; Moertel, Tr. 5529-31). Experts
apply a set of basic methodological and analytical criteria to deter-
mine whether a body of evidence is sufficient to establish a proposi-
tion (Forrest, Tr. 8952, 8908-12, 8986; Moertel, Tr. 5533-45;
Grossman, Tr. 7767-69; Azarnoff, Tr. 9178-82). Bristol-Myers itself
considered and used the terms “established” and “proven” inter-
changeably in its statements dated November 14, 1967 and filed with
the Federal Trade Commission in the Matter of a Proposed Trade
Regulation Rule for Non-Prescription Systemic Analgesic Drugs. In
discussing the shortcomings of a report of a clinical analgesic study,
Bristol-Myers there charged that, “The authors themselves do not
claim to have proven, or to have established, the tentatively couched
conclusions” (CX 908 for identification, p. 31; Lanman, Tr. 12033).
Also see Bristol-Myers’ Supplemental Comments, dated February 7,
1968 (CX 907 for identification), p. 14.

365. It is generally agreed by scientists that the only type of evi-
dence sufficient to establish the comparative efficacy of drugs is well-
controlled clinical (or therapeutic) testing, using real patients with
real symptoms (Azarnoff, Tr. 9179; [95] Moertel, Tr. 5528-29; Gross-
man, Tr. 7767; Forrest, Tr. 8952, 8908-09; CX 514, pp. 35371, 35444).

366. The criteria for evaluating the reliability and validity of clini-
cal studies used to establish the comparative efficacy of drugs include:
(a) where analgesics are involved, an appropriate pain model (F. 368,
374-80), using subjective responsive methodology (F. 369, infra); (b)
replication of results (F. 370, infra); (c) an experienced, unbiased
investigator (F. 371, infra); (d) adequately trained personnel and ap-
propriately instructed subjects (F. 372, infra); () a written, and suffi-
ciently detailed protocol (F. 373, infra); (f) random assignment of
patients to treatments (F. 384-87, infra); (g) double-blinding (F. 388,
infra); (h) where pain is being measured, use of a placebo control (F.
389, infra); (i) use of appropriate statistical techniques determined in
advance of tests (F. 390, infra); (j) use of a recognized level of statisti-
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cal confidence (the 5% level) (F. 391, infra); (k) application of appro-
priate judgment as to the clinical significance of results (F. 392-93,
infra); and (1) subjecting the study to peer review (F. 394, infra).

367. Other methods which purport to measure comparative effica-
cy, or other techniques which try to assess comparative efficacy with-
out actual measurement, have not been shown to be sufficiently
reliable for this purpose (F. 400-04, infra).

368. Experts who study the performance of analgesics in clinical
pain have found several “pain models” amendable for their evalua-
tions. Surgical pain, orthopedic pain, post-operative pain, cancer pain,
post-partum pain, pain from dental extraction, and headache pain
have all been used in well-controlled clinical studies that have as-
sessed the comparative efficacy of analgesics (Forrest, Tr. 8911; Bea-
ver, Tr. 6045; CX 514, p. 35382).

369. Since pain is a personal and subjective experience, the best way
to establish the comparative efficacy of OTC analgesics is to elicit the
subject’s own report of the pain experienced and the degree of relief
obtained after administration of the drugs under study—the subjec-
tive response methodology (Forrest, Tr. 8908-10; Moertel, Tr. 5534;
CX 514, pp. 35377, 35444). There are no objective measures of pain
relief in the clinical situation (Forrest, Tr. 8916).

370. In order to establish the comparative efficacy of drugs, includ-
ing OTC analgesics for the relief of mild to moderate pain, at least two
well-controlled, separately conducted studies on the drugs in question
are required (Brown, Tr. 4878, 8160-61; Forrest, Tr. 8917; Grossman,
Tr. 7769; Moertel, Tr. 5530, 5850-51; Azarnoff, Tr. 9180, 9185-86; CX
514, pp. 35371, 35445). Replication of results in the hands of separate,
competent investigators reduces the likelihood that the original [96]
results were due to chance (Azarnoff, Tr. 9185; Brown, Tr. 8161; Moer-
tel, Tr. 5850; Grossman, Tr. 7769) and avoids the possibility that
errors or artifacts in the design or execution of any one study are
carried over into the next (Moertel, Tr. 5851; Brown, Tr. 8161). As Dr.
Brown said:

You don’t want two studies, neither of which are convincing. You want two studies that,
by themselves—each study should stand by itself. Then the question is, if you can
replicate a persuasive study in several laboratories, then you are really persuaded that
it isn’t a fluke of the laboratory or fluke of the investigator (Brown, Tr. 8161).

371. A threshold requirement for an adequate and well-controlled
study is an experienced investigator (Forrest, Tr. 8921; Moertel, Tr.
5533-34). Moreover, the motivation of an investigator is a possible
source of bias, and it is therefore important to ensure that the inves-
tigator is truly independent (Moertel, Tr. 5534).

372. Whereas nurses or other persons are used to administer treat-
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ments, and to observe and record the subjective responses of patients
under study, it is of course important that they be adequately trained
and experienced to guard against distortion of the information pro-
vided by patients (Brown, Tr. 4976-78; Forrest, Tr. 8921; Moertel, Tr.
5541-42). In out-patient clinical studies, where patients are ambulato-
ry and record their own responses to treatment, the chance for distor-
tion in recording responses by a nurse or other third party is virtually
eliminated; but the patients themselves must be instructed to proper-
ly record their responses (Moertel, Tr. 5541; Forrest, Tr. 9123-24;
Beaver, Tr. 5965; Azarnoff, Tr. 9231-33). _

373. A written protocol which sets down in detail the objectives of
the study and how those objectives are to be met before the study
begins is essential if the study is to be well-controlled (Moertel, Tr.
5537). Such a protocol should cover not only features of study design,
but also a plan for its analysis (Moertel, Tr. 5542; Azarnoff, Tr. 9180,
9183; F. 390, infra). Strict adherence to such a protocol provides a
reader with an additional opportunity to judge whether there was an
opportunity for uncontrolled bias to enter into the conduct of the
study (Moertel, Tr. 5542-43).

374. The clinical study must employ a pain model that is appropri-
ate for the conclusions sought to be drawn from it (Moertel, Tr. 5537).
In general, the best pain model is the type(s) of pain for which use of
the drug is intended or for which a claim of efficacy may be made
(Moertel, Tr. 55635-37; Azarnoff, Tr. 9185; Forrest, Tr. 8911; Evans, Tr.
6352-53). [97] Where a claim relates to comparative efficacy for head-
ache pain, at least one of the well-controlled studies required to estab-
lish such claim should be in headache pain (Smith, Tr. 5442; Forrest,
Tr. 8911; Moertel, Tr. 5537). The need for at least one study to focus
on the type of pain for which a claim is made, i.e, headaches, is
especially acute where the product involved is a combination of in-
gredients, like Excedrin, which may act differently in different pain
models (Beaver, Tr. 6048-51).

375. Bristol-Myers apparently agreed—at least as of early 1968—
with the proposition that clinical studies must focus on headache pain
if they are to be used as a basis for claims concerning superiority in
headache. In Supplemental Comments, dated February 7, 1968, filed
before the Federal Trade Commission in the Matter of a Proposed
Trade Regulation Rule for Nonprescription Systemic Analgesic Drugs,
Bristol-Myers asserted that OTC analgesics will function differently
in different kinds of headaches, and that, therefore, their perform-
ance in pain models far removed from headaches, such as post-partum
and post-surgical pain, are not transferrable to ordinary headaches
(Lanman, Tr. 12013-14). Bristol-Myers also quoted Dr. John Seed, an
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expert recognized in the field of analgesics, and a co-author with such
analgesics experts as Drs. Houde, Beaver and Bellville, who stated:

If one wants to claim that [an] analgesic relieves menstrual cramps, one has to test it
on patients with menstrual cramps. If one wants to claim it relieves tension headache,
one has to test it on tension headaches. If one wants to claim that it acts faster on
tension headache than some other preparation, one should be required to prove that
it acts faster; i.e., by interviewing people under the proper conditions and finding out
how soon the headache goes away (Lanman, Tr. 12020-21).

376. Throughout its February 7, 1968 Comments, Bristol-Myers also
cited the opinions of numerous recognized experts in clinical
analgesia to support its position that an analgesic may be effective
against one type of pain and not against another, or that the compara-
tive efficacies of analgesics may differ depending upon the particular
pain model studied (Lanman, Tr. 12020-27). For example, Bristol-
Myers cited Dr. Max Sadove, an expert who had published widely in
the field of analgesics, who stated, inter alia:

one merely gets a hint in any of the usually done studies of what might be expected
of the drug. Even if one designs it with placebo controls and cross over design and a
sufficient number of [98] patients. The reason is that the drug may be effective against
one type of pain and not against another. (Lanman, Tr. 12021-22, underscoring by
Bristol-Myers).

Bristol-Myers also cited Dr. Louis Lasagna, who was Chairman of the
NAS/NRC Panel responsible for CX 511 (F. 23, supra), who stated:

If a drug is shown superior to another drug, or to a placebo, in three or four different
clinical studies accompanied by pain, and the results are in general agreement, then
it would be a reasonable assumption to guess that these same relationships will occur
in other kinds of pain that have not been studied. This is, however, a matter of opinion
and educated guessing rather than established fact. (Lanman, Tr. 12024; underscoring
by Bristol-Myers).

3717. Bristol-Myers also cited Dr. Walter Modell, former professor of
pharmacology at Cornell and current, long-time editor of the Journal
of Clinical Pharmacology and Therapeutics (Lanman, Tr. 12025-26).
Dr. Modell stated that the particular factors responsible for headache
pain—which (1) operate within the cranium, in tissues outside but
adjacent to the skull, and in certain cranial and cervical nerves and
which (2) related to vascular distension, traction and pressure, local
tissue inflammation and muscular spasms—are so different from
mechanisms centered in other areas of the body involving different
nerve pathways that pharmacological data gathered with respect to
these other areas would not be reliable with respect to analgesics’
performance in headaches (Lanman, Tr. 12025).
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378. Regarding Bristol-Myers’ February 7, 1968 Comment to the

Commission (CX 907 for identification), Dr. Lanman, Bristol-Myers
Product’s Medical Director for the past 17 years, testified on cross-
examination that he “would have to assume responsibility” for the
views stated in the documents (Tr. 12028). However, upon redirect
examination Dr. Lanman testified that in fact he had not seen a copy
of CX 907 or 908 until the previous day’s examination when they were
handed to him by complaint counsel (Tr. 12183-84). The documents
(CX 907 and 908 for identification) do not bear the signature of Dr.
Lanman but bears that of Gilbert H. Weil, Bristol-Myers’ counsel. Dr.
Lanman himself believed, at least in the 1960’s, that a clinical
analgesic study limited to subjects in normal post-partum pain could
not be used as a basis for generalizations about the effectiveness or
side effects of an analgesic (Lanman, Tr. 12027; CX 909). [99]
- 379. Respondents’ expert, Dr. Sunshine, testified that the FDA re-
quires submission of at least two studies on new drugs that purport
to be analgesics, and he stated that proposed FDA guidelines require
that the second study be performed in a different kind of pain than
that studied in the first because one could not be sure that the mech-
anism of action may be the same in another pain model (Sunshine, Tr.
9823-25). In fact, Dr. Sunshine was involved in preparing the guide-
lines which called for studies in different kinds of pain for new drugs
(Sunshine, Tr. 9824-25).

380. Bristol-Myers’ position with headache pain studies is that “sub-
jective response clinical studies cannot be done using headache as the
pain model” (RPF 964-982). However, the record as a whole does not
show that superior effectiveness of Excedrin for headache pain cannot
be demonstrated. It simply shows that a subjective response study of
headache pain is more difficult than a similar study of some other
pain, for example, post-partum pain (Tr. 6057, 6060).

381. Dr. Lanman, Bristol-Myers’ Medical Director, testified that a
methodology has not been developed for a satisfactory study of head-
ache pain. Bristol-Myers has approached two recognized investigators
in the headache pain study field and they have declined to conduct
headache pain studies for Bristol-Myers. However, according to Dr.
Lanman, Bristol-Myers is trying to develop new methods and tech-
niques for headache pain study (Tr. 11729-31).

382. The record shows that in a headache pain study there are more
factors that must be controlled than in other pain studies. However,
it is a matter of degree only and does not show that a headache pain
study is not feasible (RPF 964-967, 973-76, 980-82). The FDA
Analgesic Panel Report lists six reported headache studies using aspi-
rin, one of which appeared in 1967 (CX 514, pp. 35382-83).

383. Studies of comparative analgesic efficacy for simple headache
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pain must necessarily be conducted in an outpatient setting (Sun-
shine, Tr. 9651-52). While attention must be directed towards careful
control and instruction of the patients involved in outpatient studies,
such research has been successfully conducted with respect to head-
aches, other kinds of pain (e.g., oral surgery, angina pectoris) and
other measures of drug performance besides pain (e.g., anti-emetics)
(Beaver, Tr. 5965, 6073; Forrest, Tr. 8985-86, 9140-42; Brown, Tr.
8115-17; Azarnoff, Tr. 9184-85; 9232-33; Sunshine, Tr. 9652, 9751~
53). In this proceeding, Bristol-Myers itself relied on two outpatient
studies on pain, one of which examined headache pain, in an attempt
to support its position that caffeine adds to the analgesic effect of
aspirin and acetaminophen (Lanman, Tr. 11512-17, 1206667, 12083~
84). [100] ’

384. It is essential in any well-controlled study for subjects to be
randomly assigned to the various treatment groups under study
(Brown, Tr. 4858-60, 4911; Forrest, Tr. 8912; Azarnoff, Tr. 5543; Las-
ka, Tr. 10166; CX 514, p. 35444). The randomization process is neces-
sary to balance out those variables in the subject population and in
the design and conduct of the study itself that cannot be identified and
controlled directly by the investigator (Forrest, Tr. 8916; Azarnoff, Tr.
9180; Beaver, Tr. 6019-21; Sunshine, Tr. 9684). The randomization
process is the prerequisite for concluding that the uncontrolled varia-
bles inherent in all research is fairly balanced across the treatment
groups (Laska, Tr. 10585-86). It is, therefore, fundamental to the
validity of the study and the interpretation of its results (Forrest, Tr.
9114-15; Laska, Tr. 10585-86; Brown, Tr. 4911, 4994-95, 5008, 5083—
84). Unless a particular study is properly randomized, the validity of
that study is questionable and all analyses of its results are compro-
mised (Forrest, Tr. 9114-15, 9121; Brown, Tr. 5083-84, 8038; Laska,
Tr. 10270). :

385. A technique to assure that important, identifiable variables
are balanced fairly across treatment groups is to stratify all subjects
on such variables (e.g., level of initial pain) and then randomly assign
subjects within each stratification to the various treatment groups
(Azarnoff, Tr. 9180; Sunshine, Tr. 9725-26). Such a procedure will
ensure that these critical variables will be represented fairly equally
in all treatment groups (Azarnoff, Tr. 9180; Moertel, Tr. 5544; Sun-
shine, Tr. 9716, 9725-26).

386. A failure to randomize properly may actually be similar to not
having attempted randomization in the first place (Forrest, Tr. 8921).
That is, the results of inadequately randomized studies may be as
attributable to factors which have unequal impact on the treatment
groups as they may be to the actual performance of the treatments
themselves (Forrest, Tr. 8918-21).
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387. Imbalances or inequalities on study variables at the outset of

a study can be an accidental result of the procedure by which subjects

- are assigned to treatments (Moertel, Tr. 5544; Sunshine, Tr. 9662;
Laska, Tr. 10260-64). Use of randomization in that assignment proce-
dure is supposed to guard against such baseline imbalances or
inequalities and the attendant problems in interpreting results
(Brown, Tr. 5083-85; Forrest, Tr. 8916; Beaver, Tr. 6022-23). In cer-
tain cases, statistical techniques may be available to readjust or “cor-
rect” for such baseline inequalities and to render results
interpretable (Moertel, Tr. 5544; Laska, Tr. 10269; Brown, Tr. 5086-
87; Forrest, Tr. 9121). However, the magnitude of the observed imbal-

- ance, and the importance of the variable on which the imbalance
occurs, are crucial factors in determining whether {101] such statisti-
cal correction of baseline imbalances restores the study’s validity
(Brown, Tr. 4911-12, 8052-54, 8146; Forrest, Tr. 9121).

388. An inflexible prerequisite of any well-controlled clinical study,
and particularly in the area of mild analgesic drugs and pain relief,
is double-blinding. That is, neither the test subject nor the investiga-

" tor should be able to tell which treatment is being administered
(Azarnoff, Tr. 9180; Evans, Tr. 6354, 6357; Moertel, Tr. 55638; Gross-
man, Tr. 7767-68; Forrest, Tr. 8912; Sunshine, Tr. 9676-77; Laska, Tr.
10166; CX 514, p. 35444). Responses to analgesic drugs can be signifi-
cantly affected by subjects’ pre-existing biases or beliefs and expecta-
tions (Beaver, Tr. 6016; Moertel, Tr. 5538; Forrest, Tr. 9052; Evans, Tr.
6357-62; Brock, Tr. 85656-61). The whole point of the double-blind
technique is to separate out the effect of expectation from the true
pharmacologic effect of the drugs tested (Beaver, Tr. 6014). Moreover,
the conscious or unconscious biases of the investigator, nurse observ-
ers, the subjects and others involved in the conduct of the study can
exert an effect that distorts the action of the actual treatments admin-
istered (Evans, Tr. 6341, 6357-62; Moertel, Tr. 5538). Double-blinding
effectively controls the expectations and beliefs of subjects and the
biases and influences of those conducting the study by assuring that
these extraneous effects cannot differentially impact on any particu-
lar treatment (Beaver, Tr. 6014-16; Evans, Tr. 6360). Strictly speak-
ing, patient expectations and investigator biases can not be entirely
eliminated, but double-blinding at least assures that all treatments in
the study will be equally affected (Azarnoff, Tr. 9180; Beaver, Tr.
6015; Forrest, Tr. 8916; Evans, Tr. 6360). To achieve an adequately
double-blinded study, it is essential that the treatments look the same,
taste the same and appear the same in all respects, so that the subjects
in one treatment group will not be prompted to expect something
different from subjects in another and investigators will have no clue
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as to which treatment they are administering (Azarnoff, Tr. 9180;
Beaver, Tr. 6023-24). v

389. Whenever possible, a well-controlled study comparing the ef-
ficacy of two drugs, particularly mild analgesics, should include a
placebo control (Forrest, Tr. 8922; Moertel, Tr. 5539-41; Azarnoff, Tr.
9181; Beaver, Tr. 5979-81; CX 514, pp. 35444-45). The placebo, a
pharmacologically inert substance, acts as a separate treatment in
the study, and it serves as a built-in measure of the sensitivity of the
study and as an analytical tool to aid in the analysis of its results
(Forrest, Tr. 8923, 9008-09; Moertel, Tr. 5539-41; Azarnoff, Tr. 9181).
Unless the results of a study demonstrate its ability to distinguish a
standard analgesic compound—such as aspirin—from placebo, one
cannot be certain that the study was sufficiently sensitive to detect
differences between the standard and test compounds under study,
even if such differences in fact existed (Forrest, Tr. [102] 8923; Moer-
tel, Tr. 5539-41; Beaver, Tr. 5979-80; Lanman, Tr. 12092-93). Similar-
ly, in the absence of a placebo control, the failure to find a difference
between the treatments under study may be due to insensitivity in the
study methodology rather than to the fact that no difference exists
between the treatments (Beaver, Tr. 5979-81; Forrest, Tr. 9008).

390. The statistical techniques for analyzing the results of clinical
trials should be set out in advance and should be appropriate to the
design and purpose of the study (Azarnoff, Tr. 9180, 9183; Moertel, Tr.
5542). Deciding upon the statistical analysis in advance guards
against the investigator peeking at the data and, perhaps, aborting a
study before completion when a desired result has been reached or
choosing to analyze only those segments of the study that may show
favorable results (Moertel, Tr. 5542-43). Failure to adhere to statisti-
cal procedures set forth in advance introduces a bias into the analysis

~ (Azarnoff, Tr. 9183). Such “data massaging” destroys the validity of
the analysis (Moertel, Tr. 5543).

391. When studies are designed for the purpose of establishing
differences between the treatments under study, there must be a
method to judge whether any observed differences may be due to
chance or simple random variations in the data generated rather than
to actual differences in the effects of the treatments (Brown, Tr. 4867—
69; Moertel, Tr. 5545). When the observed differences are shown
through appropriate statistical analyses to be significant at or beyond
the 95% level, scientists will accept those differences as real and not
being due to chance (Azarnoff, Tr. 9182; Brown, Tr. 5143; Forrest, Tr.
8912; Moertel, Tr. 5545-46). Scientists are not willing to accept great-
er than a 5%, or one in 20, likelihood that the differences observed
in a study are due to chance (Azarnoff, Tr. 9182; Brown, Tr. 5143;

" Moertel, Tr. 5545). This maximum 5% chance likelihood as a standard
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for statistical significance is generally accepted in the scientific com-
munity, including the scientific literature (Brown, Tr. 5138-40, 5142~
43; Moertel, Tr. 5545; Forrest, Tr. 8912; Azarnoff, Tr. 9182; Laska, Tr.
10551-53).

392. When an observed difference between two drugs is determined
to be statistically significant at or beyond the 95% level, clinicians
who evaluate the results of studies on analgesics also address the
separate question of whether such statistically significant differences
have clinical importance (Beaver, Tr. 5971-72; Moertel, Tr. 5609-13;
Forrest, Tr. 8912, 8915; Azarnoff, Tr. 9182-84). As Dr. Beaver stated:

.. . the difference, to be a difference, must make a difference. What we would normally
do is say if the difference is small beyond a certain point, it may, in fact, exist but it
doesn’t make any [103] difference. It does not serve as a reasonable basis for choosing
one product over another [or] making a particular claim about a product. (Beaver, Tr.
5971). . :

393. Selection of any specific, objective standard of the clinical
importance—as opposed to the statistical significance—of differences
between drugs is exceedingly difficult (Laska, Tr. 10459). It is clear
that unless a difference is statistically significant at or beyond the
95% level, it cannot be clinically important (Moertel, Tr. 5611; For-
rest, Tr. 8912; Azarnoff, Tr. 9183-84). On the other hand, by using a
large number of patients, it is possible to demonstrate the statistical
significance, at the 95% level, of minute differences (Moertel, Tr.
5610). Therefore, a meaningful way to resolve concerns over the mag-
nitude of difference necessary for clinical importance is to require
statistically significant differences to be obtained with a reasonable
sample size, and no greater (Forrest, Tr. 8914). Generally, past studies
comparing the efficacy of analgesics, which have provided results that
clinicians have acted upon as clinically important, have had sample
sizes in the area of 20-50 subjects per treatment (Forrest, Tr. 8913;
Sunshine, Tr. 9772-75). With allowances provided for the additional
levels of within-study variation that are inherent in studies of mild
OTC analgesics, Dr. Forrest concluded that if a well-controlled study
could demonstrate statistically significant differences (at the 95%
level) between mild analgesic treatments with no more than 50 to 60
subjects per treatment, he would accept those results as clinically
important (Forrest, Tr. 8914-15). If more subjects are required to
demonstrate the statistical significance of observed differences, their
clinical importance diminishes (Forrest, Tr. 8915).

394. Subjecting a clinical study to peer review, which occurs when
a study is submitted for publication in a reputable journal, adds an-
other indication of reliability and allows greater confidence in a study
(Moertel, Tr. 5545; Forrest, Tr. 8921). One of the important criteria
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used in coming to a conclusion about the validity of a study is whether
it is published and whether, thereafter, it meets with the acceptance
of other scientists and, ultimately, whether the study is replicated by
others (Brown, Tr. 4915).

395. The standards for well-controlled clinical trials necessary to
establish a claim of absolute or comparative efficacy between drugs
are and have been well accepted in the scientific community by ex-
perts in the design and analysis of such studies for years (Moertel, Tr.
5545; Forrest, Tr. 8923; Azarnoff, Tr. 9178). The FDA Panel on OTC
Analgesics has incorporated these principles and requirements for
well-controlled clinical studies into its Final Report (CX 514, pp.
35371, 35444-45), and FDA has codified many of these principles [104]
into its regulations mandating the need for “substantial evidence” to
support effectiveness claims for drugs (21 C.F.R. 314.111(a)(6)ii)a)
through (c)).

2. Evidence Other Than Well-Controlled Clinical Studies Isv
Insufficient to Establish Superior Efficacy of
One OTC Oral Analgesic Product Over Another

396. Various attempts to measure the absolute or comparative ef-
ficacy of analgesics other than by well-controlled clinical trials using
appropriate pain models have not been shown sufficiently reliable to
establish absolute or comparative efficacy of analgesic agents in man
and are not accepted either by experts in the evaluation of analgesic
agents or by the FDA (F. 397404, infra).

397. Consumers’ perceptions of therapeutic superiority of one
product over another product are not reliable evidence for the pur-
pose of establishing the efficacy or comparative efficacy of OTC
analgesics because consumers are unable to evaluate for themselves
the true pharmacologic efficacy of drugs (Moertel, Tr. 5631, 5749-59;
Evans, Tr. 6354-60; Azarnoff, Tr. 9196; Grossman, Tr. 7887-89). Of
course, consumers do perceive that they feel better, or that they hurt
less after swallowing a pill (Grossman, Tr. 7787-89; Evans, Tr. 6354—
55, 6357). The inability to “evaluate” in this context simply refers to
consumers’ inability to distinguish the true pharmacologic contribu-
tion of a drug from a host of factors that have nothing to do with the
drug’s true pharmacologic effect (Moertel, Tr. 5749-55; Beaver, Tr.
6020; Forrest, Tr. 9052; Evans, Tr. 6355; Azarnoff, Tr. 9196; Gross-
man, Tr. 7887-89). ' '

398. A consumer’s expectations of what a drug will do are an impor-
tant factor and play a powerful role in influencing his response to the
drug (Brock, Tr. 8556-61; Beaver, Tr. 6014, 6016; Evans, Tr. 6355-56).
However, such responses do not reflect the true pharmacologic action
of the drug and should not be relied on for the purpose of determining
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whether a drug is effective or whether one drug is more effective than
another. The simple reason is that a consumer’s expectations are
affected by many extraneous factors, such as his or her disposition,
advertising, past experience with the drug, relationship with the
physician or nurse administering the pill, and even the size, shape
and taste of the pill taken (Evans, Tr. 6355; Moertel, Tr. 5751-52). In
fact, in cases where the effect of a drug is somewhat indeterminate
or where the consumer has no yardstick or information about its
effect, he may well be dependent upon extraneous information or
suggestion for making up his mind about what the effect of the drug
is (Brock, Tr. 8556-61). [105]

399. Thus, consumers on an unblinded basis cannot differentiate
between a true pharmacologic response of a drug and a response due
to extraneous factors, such as suggestions or expectations, that sur-
round the taking of the drug. The influence of expectations or sugges-
tions are so real that even blinded subjects in a controlled test report
pain relief from a placebo (Forrest, Tr. 9050, 9052; Evans, Tr. 6326
30). This phenomenon is known as the “placebo effect” among medi-
cal-scientific investigators. The placebo effect is typically reported in
the scientific literature to produce subjective pain relief in over 30%
of test subjects in controlled analgesic studies (Evans, Tr. 6324, 6328-
29; Laska, Tr. 10492). Anyone on any occasion can be a “placebo
responder” (Laska, Tr. 10493-94). Expectations and similar factors,
and hence the “placebo effect,” can never be totally eliminated from

-any situation where a human suffers pain, but well-controlled testing
methodologies can control expectations and other nonspecific factors,
- and therefore the placebo effect, by ensuring that the treatments
under study are equally affected by them (Beaver, Tr. 6015, 6019;
Evans, Tr. 6340-43; F. 384, supra). Balancing nonspecific factors
across the treatments in a study, through techniques of randomiza-
tion, blinding and the other controls already discussed (F. 384-87,
supra) is the only accepted way that human tests can be expected to
provide reliable information about the true efficacy and comparative
efficacy of drugs (Beaver, Tr. 6014-25; Evans, Tr. 634048, 6354-63).

400. The fact that an OTC analgesic contains a combination of
ingredients, or more ingredients than another OTC analgesic, is not
acceptable evidence that it is more effective (Azarnoff, Tr. 9188; For-
rest, Tr. 8977-78). In order to conclude that one analgesic—even with
more ingredients—is more effective than another, one needs ade-
quate, well-controlled clinical studies (Forrest, Tr. 8977-78).

401. For many drugs, the relationship between the blood levels and
the drug’s effect has been determined. However, in the case of aspirin
or aspirin products, no direct correlation has yet been scientifically
established between the amount of aspirin appearing in the blood-
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stream at any time point and the degree of onset, intensity or duration
of pain relief afforded by aspirin. Therefore, “blood level” studies, i.e.,
studies that simply examine the amount of a drug in the bloodstream
at various time intervals following ingestion, are not a reliable basis
for predicting comparative analgesic performance beyond that the
general level of aspirin in blood (serum salicylate concentration, or
blood level) associated with pain relief is known. The unique charac-
teristics of aspirin in this regard has been attested to by qualified
expert witnesses who testified in this proceeding (Azarnoff, Tr. 9189~
90; Beaver, Tr. 5945-46; Forrest, Tr. 8987-90; Moertel, Tr. 5801-05,
5817-18, 5860). This view is shared by the FDA Panel on OTC
Analgesics (CX 514, [106] pp. 35359, 35361, 35374, 35377-78), by a
panel of well-respected experts convened by the National Academy of
Sciences/National Research Council to evaluate various claims for
analgesics (CX 511F; F. 22-26, supra), by the AMA Drug Evaluations
prepared by a panel of experts to evaluate evidence bearing on the
performance and comparative performance of drugs (CX 512H, CX
518G; F. 216-23, supra); and by the Medical Letter, a recognized
publication relied upon by physicians and other scientists for informa-
tion relating to the performance of medicines (CX 510A, B; F. 225-28,
supra). - '

402. Thus, clinical studies which simply show that one analgesic
preparation is absorbed more rapidly into the bloodstream than an-
other cannot lead to conclusions with respect to the comparative
speed of the analgesics in relieving pain. '

403. Studies employing experimental pain, i.e, pain induced in
humans in the laboratory by various artificial devices, are not suffi-
ciently reliable for use in establishing the comparative efficacy of
OTC analgesics. Experimental pain studies have failed to predict with
any consistency the clinical performance of analgesic drugs, particu-
larly those used for OTC medication (CX 514, p. 35444; Evans, Tr.
6353; Elvers, Tr. 11087-88). Pain induced in the laboratory by various
artificial means is significantly different from pathological pain or
pain in natural state, and for this reason the performance of analgesic
drugs in relieving pathological pain must be determined in the clini-
cal setting (Evans, Tr. 6353; CX 425C; F. 544, infra).

404. While more advanced forms of experimentally induced pain,
such as submaximum tourniquet pain (where the subject’s arm is
cuffed, and the arm worked until pain is induced), come somewhat
closer to imitating pathological pain (Evans, Tr. 6338-39), even these
have been found by experienced investigators to be insufficiently reli-
able predictors of analgesic performance (Evans, Tr. 6375; Elvers, Tr.
12352). The problem of simulating clinical pain in the laboratory is
so complex that results obtained with presently employed experimen-
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tal pain producers can, in fact, be seriously misleading (Elvers, Tr.
11189-90).

B. The Design Of In-Patient Clinical Studies To Assess
Comparative Analgesic Performance

405. Studies of analgesic performance in man rely of necessity upon
the verbal reports of patients in pain to generate the data which are
then analyzed (Forrest, Tr. 8869-70; F. 369, supra). Typically, before
hospitalized patients are accepted into a clinical analgesic study, they
will be interviewed by an observer/investigator to obtain their histo-

‘ry, their consent to participate and to ascertain the level of their pain
prior to treatment (Brown, Tr. 4976-78, 4981-82, 4985; see e.g., CX
4257002; Smith, Tr. 5405; CX 454C). This baseline, or initial pain
level, is determined by the patient’s statement [107] that she is in
“severe” pain, “moderate” pain, “slight” pain or “none” (Brown, Tr.
4988; CX 4257002; Smith, Tr. 5404-05; CX 454C). Researchers gener-
ally seek patients in “severe” or “moderate” initial pain so that the
pain reducing properties of the compounds under study will have
fairly good opportunity to perform (Forrest, Tr. 8882-83; Smith, Tr.
5431-32). Indeed, some researchers seek to confine patients to those
in “severe” pain to maximize the opportunity for observing any differ-
ential performance of the test compounds (Forrest, Tr. 8882-83).

406. Pain relieving performance is typically measured in two ways:
(1) reduction in pain intensity; (2) amount of pain relief (Smith, Tr.
5419; Brown, 4880-82). That is, at fixed intervals following the initial
interview and the administration of a blinded treatment, patients are
asked (1) to describe the amount of their pain as “severe,” “moder-
ate,” “slight,” or “none,” and (2) to describe the amount of pain relief
they have experienced as “complete,” “more than half,” “less than
half’ or “none” (Smith, Tr. 5406-08; CX 454C; Brown, Tr. 4880-82). -
The difference in pain intensity is quantified by first assigning
numerical values to the levels of pain intensity possible. For example,
“severe” is frequently given a value of 3; “moderate” a value of 2;
“slight” a value of 1; and “none” a value of 0 (Brown, Tr. 4882; Smith,
Tr. 5406; CX 454C; CX 425Z007).

407. The pain intensity difference (P.I.D.) between the baseline or
pre-treatment pain level and the pain level at the time of the first
post-treatment interview is calculated by simply subtracting the pain
intensity score at this interview from the initial pain intensity score
(Brown, Tr. 4881-82). Thus, if a patient started in pain which she
described as “severe” and, after one-half hour (or some other fixed
interval) described her pain as “slight,” her pain intensity difference
(P.I.D.) score would be 2 (i.e, “severe” (a score of 3) minus “slight” (a
score of 1) equals 2) (Brown, Tr. 4881-82). The patient’s pain relief is
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also quantified by assigning an appropriate numerical value to the
patient’s statements at succeeding interviews, that their pain, for
example, has been “completely relieved,” “more than half relieved,”
“less than half relieved,” or “no relief” (Smith, Tr. 5406-07; CX 454C).

408. A pain intensity difference (P.I.D.) score can be calculated for
each succeeding interval (generally one hour) after treatment by sub-
tracting the patient’s pain score for that interval from the baseline,
pre-treatment pain score (Brown, Tr. 4881-82; Smith, Tr. 5404-06). A
pain relief score can be determined for each interval by assigning the
appropriate numerical value to the patient’s level of relief reported
at each succeeding interval (Brown, Tr. 4881-82; Smith, Tr. 5406-08).

409. If a study is designed to last six hours, and to include six hourly
post-treatment interviews, each patient who [108] completes the
study will have six (6) P.1.D. scores and six (6) pain relief scores (Smith,
Tr. 5420-21; Brown, Tr. 4881-82). The standard method of preparing
these data for analysis is to add the six P.I.D. scores for each patient,
and the six relief'scores for each patient, to determine the Sum of Pain
Intensity Differences (SPID) for each and the Total Pain Relief Score
(TOTAL or TOTPAR), respectively (Brown, Tr. 4882; Smith, Tr. 5420—
21). An average score is then calculated for each treatment group on
each method of “scoring” analgesic performance, and this is used as
a basis for comparing treatments (Beaver, Tr. 5988-89). Obviously,
the higher the SPID score, the greater the reduction in pain intensity
for a particular treatment. Similarly, the higher the TOTAL score,
the greater the pain relief afforded by the treatment.

410. When the investigator wants to determine the question wheth-
er a specific dose of a drug (e.g, two tablets of Excedrin) is more
effective or faster-acting than a specific dose of a standard (or known)
drug (e.g., two tablets of aspirin), it is appropriate to adopt a three
treatment study design which compares the performance of each of
these two specific dosages and a placebo (Brown, Tr. 8078; Beaver, Tr.
5982, 5987, 6055-56; Forrest, Tr. 888485, 8898, 8948-49; Laska, Tr.
10411-12; Moertel, Tr. 5712). Such a “head to head” (or “efficacy’)
study design enables the investigator to conclude, where a statistical-
ly and clinically significant difference is shown, that one treatment
was shown to be more effective or faster than the other in that study
(Forrest, Tr. 8898, 8948-49; Beaver, Tr. 6055-56; Brown, Tr. 8078;
Laska, Tr. 10411-12). In such a study design, one can have confidence
in concluding that the observed difference between treatments did
not result from chance or insensitivity of the study design if the
results show that one treatment was statistically significantly more
‘effective than the other treatment and that the standard treatment
was statistically significantly more effective than the placebo (Laska,
Tr. 10411-12).
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410a. The dose-response curve (“DRC”) is a graphic expression of
the anticipated relationship between drug dosage and biologic re-
sponse and is usually based on tests of graded doses. The classic DRC
for most active drugs is positive: a larger dose produces greater biolog-
ic response until a plateau is reached, beyond which incremental
increase in dose does not produce any increase in response (Tr. 4849-
92).

411. The DRC for an analgesic compound is plotted as follows: a
bioassay relating graded doses of the active agent to degrees of
analgesia generate a series of individual data for each dosage tested
(data point); by averaging the results of observations at each data
point, a mean value is obtained for each data point; the mean results
are then plotted on a graph (usually the horizontal axis showing
dosage, and the vertical, pain relief); and a “best-fitting” line is math-
ematically drawn [109] connecting the data points by the use of least
squared analysis. The line so drawn is a hypothetical fitted line (Tr.
4849-92, 5015-22, 5041-47).

412. DRCs obtained through bioassays typically form the basis of
relative potency estimates of test drugs compared with a standard
drug. As such, DRC is generally accepted by clinical pharmacologists
and clinicians as a useful statistical tool which offers best estimates
of the indicated doses of a new (or test) drug to be used in place of a
known standard drug (a dose-finding tool) (Tr. 4850, 4860-67).

413. Clinical pharmacologists engaged in bioassays of aspirin-order
drugs agree that there appears to be a DRC for aspirin. However, its
precise shape and slope, including its plateau level and the dosage
point where reverse response, if any, begins, is not known. In any
event, it is generally agreed among clinical pharmacologists that aspi-
rin and aspirin-order drugs are mild analgesics and their DRCs are
predictably shallow. Since the relationship of increased analgesia to
increased dosage is proportional to the log dose, the relatively flat
DRC means that a large increase in dosage is required to obtain a
relatively small increase in analgesic response (Tr. 4941-46, 4948-53,
8938-43, 9209; CX 514, p. 35364).

414. When experimental drugs are formulated in anticipation of
introducing them into the reservoir of medications available to the
public, an obvious and critically important piece of information con-
cerning these new drugs is their recommended dosage range (Forrest,
Tr. 8871; Laska, Tr. 10405-07; Sunshine, Tr. 9863-65; Forrest, Tr.
8885). The marketer of a new drug must be able to integrate it into
the existing stream of treatments in a fashion that allows physicians
to know what effects it will produce at various dosage levels (Laska,
Tr. 10405-07).

415. “Relative potency” is defined as the dose of a “test” compound
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necessary to produce equal biologic effects to a known “‘standard”
compound. Relative potency ratio is a ratio of dosages that produce
equal effects (Forrest, Tr. 8885, 8893; Brown, Tr. 4850, 4852-55, 4860-
62; Beaver, Tr. 5987; Laska, Tr. 10405-06; CX 803, 804, 805). For
example, if the “relative potency” of Compound X relative to aspirin
is 2.00, it will take double the amount of aspirin to produce the effect.
equal to a given amount of Compound X; or, conversely, it will take
half the amount of Compound X to produce the effect equal to a given
amount of aspirin (Laska, Tr. 10405-06; Brown, Tr. 4850). Thus in
general if one knows that the relative potency of Compound X to
aspirin is 2.00, one knows that 325 mg. of Compound X will give
roughly the same effect as 650 mgs. of aspirin (Laska, Tr. 10405-06; -
Brown, Tr. 4850). [110]

416. The inclusion of a “standard” compound, with widely acknowl-
edged effects at known dosages in the statement is a prerequisite in
communicating the relative potency of a new compound, since the
very concept is based upon performance relative to that of the stan-
dard (Brown, Tr. 4850). Thus, a clinician who knows the analgesic
effect produced by such standard treatments as 650 mg. of aspirin will
be able to substitute 325 mg. of a new compound with a “relative
potency” of 2.00 as against these standard drugs and expect his pa-
tients to obtain the same analgesic effect from this new treatment
(Laska, Tr. 10405-06; Brown, Tr. 4850-54; Forrest, Tr. 8885). Or, the
clinician would be able to substitute 500 mg. of the new compound for
1,000 mg. of aspirin and expect to obtain the same analgesic effect
(Laska, Tr. 10416-17).

417. Moreover, use of a relative potency permits a clinician to make
an assessment of the risk/benefit ratio in using one analgesic as
opposed to another. One has to be able to hold effectiveness constant
if any comparison of the relative side effect liabilities of the two drugs
is to be made. Without such information obtained from a bioassay, one
cannot make that judgment (Beaver, Tr. 5998-99).

418. Therefore, the relative potency of two compounds is not the
same as their relative efficacy, because the concept of relative potency
depends upon holding the level of effectiveness of the compounds
equal (Laska, Tr. 10417; Brown, Tr. 4853-54). Thus, whereas a “head
to head” comparison of the effectiveness of a given dose of an analges-
ic compound to a given dose of another produces a conclusion about
the comparative analgesic efficacy of the two compounds at the two
stated dosages (F. 410, supra), “relative potency” produces a conclu-
sion about the relative dosages necessary to produce equianalgesia (F.

- 419-31, infra).

419. The determination of the relative potency of a test compound

to a standard compound requires a bioassay, a clinical study of more
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complex design (using graded doses) than the “head to head” study’s
single-dose comparison, (Brown, Tr. 4848-49; Forrest, Tr. 8884). A
bioassay requires the investigator to compare a rangeof doses of a test
compound to a range of doses of a standard compound and placebo
(Brown, Tr. 4848, 4850, 4852-55; Forrest, Tr. 8884; Laska, Tr. 10417~
18). At least two, and frequently three, doses of each compound are
generally used, which means that a bioassay may involve five, or
seven, or even more treatments (two or three doses of each compound
and placebo) (Brown, Tr. 4856, 4872, 8073-76; Beaver, Tr. 5986, 5992—
93). [111]
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420. In Figure 1, a “best-fit” dose response line for three graded
doses of Compound “X” is drawn through the average effect levels for
the three successively higher doses of “X” tested (Beaver, Tr. 5988,
5990-94; Brown, Tr. 4860-62). Similarly, “best-fit” dose response line
for the three doses of Compound “Y” is drawn through the mean
effect levels of the three successively higher doses of *“Y” tested (Bea-
ver, Tr. 5988, 5990-94; Brown, Tr. 4860-62). ’

421. In order to proceed to determine relative potency in this study,
several important assumptions about the nature and validity of the
bioassay must be satisfied, namely, assumptions of linearity, signifi-
cant slope, parallelism and equieffective range (Laska, Tr. 10168-73,
10413-16, 10429; CX 900 (graph “a”); Beaver, Tr. 5987-94). First, one
must be able to sustain the assumption that each of the “best fit” dose
response lines is, in fact, linear. Second, one must be able to sustain
the assumption that the two “best fit” dose response lines for “X’” and
“Y” are in fact parallel. Indeed, lacking linearity and parallelism, a
relative potency study has no meaning (Laska, Tr. 10169). Third, one
must be able to sustain the assumption that each “best fit” dose
response line has a significant slope; i.e, that the level of effect rises,
as the dosages increase, to a statistically significant degree (Laska, Tr.
10415). Finally, one must be able to sustain the assumption that the
drugs are performing within an equianalgesic range. Each of these
assumptions is tested by appropriate statistical procedure and is sus-
tained only if results are significant at or beyond the 5% level of
statistical significance (Laska, Tr. 10413-16). In order for a bioassay
to be valid, the “best fit” dose [112] response lines must be linear,
positively sloped, parallel and must describe performance of the drugs
in their equieffective range (Laska, Tr. 10413-16).

422. The importance of verifying the validity of the bioassay before
estimating the relative potency of the compounds is apparent from
the fact that the relative potency is simply the horizontal distance
between the two dose response lines (Figure 2) (Beaver, Tr. 5987, 5994;
Laska, Tr. 10417; CX 900 (graph “a,” “b,” “c”); Forrest, Tr. 8893-94;
CX 803, 804, 805). The ratio of Dose vy to Dose x necessary to produce
the same level of effect is the relative potency (Forrest, Tr. 8893;
Beaver, Tr. 5987; Brown, Tr. 4853; Laska, Tr. 10416-17). Since it
represents the horizontal distance between two parallel lines, the
relative potency ratio will be the same, regardless of the level of effect
chosen, along the entire range of the two dose response lines (Laska,
Tr. 10417; Beaver, Tr. 5991).
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423. In bioassays of analgesics, there is a high degree of variability
associated with each average effect level of each dosage of analgesic
tested (Beaver, Tr. 5988, 5990; Brown, Tr. 4855). This variation is
inherent in the subjective response methodology and particularly
where mild analgesics are being investigated (Brown, Tr. 4854-55;
Forrest, Tr. 8894; Laska, Tr. 10359-64). This results in part from high
patient variability in response to the same dose of a compound and
shallow slopes of the obtained dose response curves (Laska, Tr. 10360).
The fact that OTC analgesics have shallow-sloped dose response
curves means that there will be relatively little increase in effect as
the level of dosage increases (Forrest, Tr. 8905-07). Stated another
way, in order to produce a small increase in effect, a relatively large
increase in log dose is required (see CX 514, p. 35364). [113]

424. The variation in individual patients’ responses is depicted
graphically in Figure 1, as the vertical bars crossing each average
level of effect (CX 804, 805; Beaver, Tr. 5988). In a bioassay, where it
is essential to draw linear dose response curves which “best fit” the
data (F. 420, supra) and to determine the horizontal distance between
them (F. 422, supra), it is equally essential that the amount of varia-
tion in the data upon which the “best-fit” lines are based be taken into
_account (Forrest, Tr. 8894; Brown, Tr. 4868). When relative potency
is determined, the level of variation in the data is expressed in a
confidence interval that permits a reader to know the range in which
the relative potency estimate calculated from one bioassay might
vary, up or down, upon repeated measurements (Forrest, Tr. 8894;
Brown, Tr. 4868-69). Typically, scientists and published articles dis-
cussing such biassays do so in terms of a “best estimate of relative
potency,” with an associated 95% confidence interval, with an upper
and lower limit (Brown, Tr. 4868-69; Forrest, Tr. 8894).

425. The qualification of all relative potency ratios as “best esti-
mates” is a scientific necessity reflecting the fact that a bioassay
provides only a statistically obtained “best fitting” dose response line
for each compound tested (F. 420-23, supra; Laska, Tr. 10418-20). The
“true” relative potency of one compound relative to another can be
obtained only through repeated bioassays, each producing its own
“best estimate” with its own level of precision (Brown, Tr. 5146-47).
The indicator of each estimate’s precision is the “confidence interval”
that surrounds it (Brown, Tr. 4868-69). For example, it is possible that
a bioassay’s “best estimate” of relative potency will be 4.0; but if the
95% confidence interval associated with that “best estimate” is 2.00,
on the lower end, to 8.00, on the upper end, it means that on 100
repetitions all that can be said is 95 of those “best estimates” will fall
somewhere between 2.0 and 8.0 (Sunshine, Tr. 9687-88; Brown, Tr.
5140-46). Therefore, the wider the confidence interval, the less pre-
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cise the relative potency estimate (Brown, Tr. 4869). To take an ex-
treme case, where the confidence interval surrounding a “best esti-
mate” ranges from 0 at the lower end to infinity at the upper end
(Brown, Tr. 4869), it would be meaningless and would not permit any
conclusions to be drawn about relative potency of the two drugs stud-
ied (Brown, Tr. 4869-71).

426. To further illustrate, if the relative potency of a new test
compound relative to aspirin is estimated to be 4.0, with a 95% confi-
dence interval of 2.0 on the lower end to 8.0 on the upper end, one
could state that, according to the best estimate based on the bioassay,
about 160 mg. of the test drug may be expected to provide the same
effect as a 650 mg. standard dose of aspirin (F. 416, supra), and at the
same time that, at 95% confidence level, it might take as little as
about 80 mg. or as [114] much as about 325 mg. of the test drug to
produce the effect equal to 650 mg. dose of aspirin (Forrest, Tr. 8894).

427. A striking illustration of the imprecision inherent in estimated
relative potency obtained from a bioassay is provided by a clinical
study where the investigators deliberately used morphine as both the
standard compound and the test compound. In that case, the inves-
tigators were not interested in estimating the relative potency of an
unknown test to a standard compound, but wanted to demonstrate the
soundness of the bioassay methodology (Brown, Tr. 5005, 5008-09). In
that study, the “true” relative potency was, of course, 1 (morphine to
morphine). Yet, the bioassay yielded a relative potency of .90, with a
95% confidence interval of .44 on the lower end to 1.8 on the upper
end (Brown, Tr. 5008-09).

428. The degree of precision of a relative potency estimate obtained
from an analgesic bioassay has an important bearing upon the confi-
dence that a scientist can have as he attempts to apply it to clinical
situations. The wider the confidence interval surrounding the best
estimate, the greater the range of possible equally effective dosages
of the test compound relative to the standard. Some clinicians may
feel comfortable using the “best estimate” only if the width of its
associated confidence interval is no greater than some “reasonable”
span, based upon their previous experience (Forrest, Tr. 8913-14).
Some may contend that the width of the confidence interval sur-
rounding the “best estimate” that they will accept before they act on
it depends upon the purpose for which the drug is to be used or upon
the characteristics of the drugs (Laska, Tr. 10206-08). Yet others may
take the more liberal view that they will act on the basis of the “best
estimate” regardless of the width of its associated confidence interval
so long as the interval is not infinite (Sunshine, Tr. 9670, 9689). In any
event, it is clear that the relative potency estimate in each of these
circumstances provides a convenient and useful device to the clinician
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which enables him to make a judgment about the dosage of a new drug
that will produce effects about equal to those of a known standard
drug.

429. Thus, the function of a relative potency estimate obtained from
a bioassay is that of dose-finding. As such, a relative potency estimate
is not a statement of the comparative effectiveness of the drugs (For-
rest, Tr. 8886-8907; Laska, Tr. 10487; Sunshine, Tr. 9693-95). This is
not to say that the results of a bioassay cannot be used to arrive at
conclusions about the comparative efficacy of the drugs studied (For-
rest, Tr. 8885, 8894-8907; Laska, Tr. 10437-38). This point was illus-
trated by Dr. Forrest and agreed to by Dr. Laska, respondents’ expert
witness (Forrest, Tr. 8885-8907; CX 834; Laska, Tr. 10487). A graphic
depiction of the difference in analysis, one focusing on relative poten-
cy and the other on comparative effectiveness, appears in Figure 3.
[115]
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Relative potency, reflecting the distance between A and B, expresses
the estimated equianalgesic doses of the two drugs, and is measured
on the horizontal axis. On the other hand, comparative efficacy, re-
flecting the distance between C and D, expresses the difference in
analgesic effect produced by an equal dose of the two drugs studied,
and is measured on the vertical axis (Forrest, Tr. 8899; Laska, Tr.
10437-38, 10487; CX 900 (graph “e”)).

430. When two drugs are equipotent (i.e.,, where their relative po-
tency is 1.00), their dose response curves lay one atop the other (Las-
ka, Tr. 10426, 10430; CX 900 (graph “d”); Forrest, Tr. 8900). When two
parallel dose response curves coincide, the horizontal distance be-
tween them is 0, as is the vertical distance (Laska, Tr. 10426; Forrest,
- Tr. 8900). Thus, when two drugs are equally potent, they are also
equally effective (Laska, Tr. 10426-27).

431. Where the issue to be determined is comparative efficacy
(whether the recommended dose of one drug is more effective than the
recommended dose of another), the results of a bioassay need to ad-
dress the question of whether one can be statistically confident that
a difference in their effectiveness exists (Forrest, Tr. 8899-8902;
Brown, Tr. 8078). A “head to head” study addresses this question by
determining whether the observed difference in effectiveness of the
dose of each drug rejects the null hypothesis that there is no differ-
ence between the two (F. 410, supra).

432. A bioassay can also be used to test a null hypothesis of no
difference in effectiveness between the treatments (Laska, Tr. 10426-
27, 10519-25; Forrest, Tr. 8899-8902; Brown, Tr. 8078). Graphically,
such a test is designed to determine [116] whether one can be statisti-
cally confident that the two dose response lines do not coincide (For-
rest, Tr. 8899-8902; CX 834). Statistically, such a test asks whether
one can be statistically confident that the estimated relative potency
is above 1.00 (Forrest, Tr. 8899-8901; Brown, Tr. 4934-35, 4939, 5137~
38; Sunshine, Tr. 9688-90; Laska, Tr. 10519-25). Unless one can be
confident that the dose response curves do not coincide, one cannot
reject the possibility that there is no difference in efficacy between the
two (Forrest, Tr. 8899-8902; Laska, Tr. 10425-27). Such a test consists
of inspecting the 95% confidence interval that surrounds the estimat-
ed relative potency. If that confidence interval embraces 1.00, then
one cannot reject the possibility (at the 5% level of confidence) that
the drugs tested are equally potent and equally effective (Forrest, Tr.
8899-8901; Brown, Tr. 4934-35, 4939, 5137-38; Sunshine, Tr. 9688-90;
Laska, Tr. 10426-27, 10519-25). Examining the 95% confidence inter-
val around the “best estimate” of relative potency to see if it includes
1.00 is analogous to testing whether there is a statistically significant
difference in the efficacy of the compounds at the 5% level (Laska, Tr.
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11358). Unless the 95% confidence interval excludes 1.00, it cannot be
said that there is a statistically significant difference in their effec-
tiveness at the 5% level (Forrest, Tr. 8899-8902).

433. As Dr. Forrest testified, and as Drs. Laska and Sunshine, both
respondents’ experts, agreed, knowledge of the estimated relative
potency of two compounds does not impart information about the
magnitude of difference in their comparative efficacy. That their rela-
tive potency is 2.00 does not mean one is twice as effective as the other
(Forrest, Tr. 8886-8907; CX 834; Laska, Tr. 10487; Sunshine, Tr. 9690—
95). In fact, Dr. Forrest demonstrated that where the parallel “best
fit” dose response curves of the drugs are shallow, for any given
difference in relative potency one would find little difference in the
efficacy of the two compounds, but, when the curves are steep, given
the same relative potency one will find a substantial difference in
effectiveness (Forrest, Tr. 8905-07; CX 834). Thus, as Figure 4 (CX
834) shows, for a given relative potency (horizontal distance between
two dose response lines) one can have either very little, or a large,
difference in efficacy (vertical distance between the lines), depending
on the steepness of the slope. The parameter that governs the rela-
tionship between relative potency and comparative efficacy is the
slope of the dose response lines (Forrest, Tr. 8905-07; Laska, Tr.
10487), and in studies of mild analgesics the slopes are shallow or
relatively flat (Laska, Tr. 10360, 10414, 10464; CX 514, p. 35364). [117]
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434. An estimated relative potency ratio obtained from a bioassay
therefore does not by itself provide sufficient information about the
precision of that estimate to enable a person to conclude that the
drugs studied are, or are not, equally effective, nor does it provide
information concerning the magnitude of difference in their effective-
ness. Dr. Finney, in his seminal treatise on bioassay, lists as a
prerequisite to accurate reporting, the requirement to supply data on
the precision of the “best estimate” reported (Laska, Tr. 10506-08). -
Information on the precision of the estimate supplied by the 95%
confidence interval is important to clinicians because, without that
information, clinicians cannot make an informed judgment as to what
dosage levels of new drugs may be prescribed to obtain effects equal
to those of known drugs. As Dr. Laska testified, this dosage-setting
application is by far the most prevalent use of bioassays (Laska, Tr.
10405-07, 10428). However, when the results of a bioassay are to be
adapted for use in making the wholly separate determination—is
there a statistically significant difference in the effectiveness of two
analgesics?—then the information supplied by the 95% confidence
interval is essential (F. 432, supra; see Laska, Tr. 11347-48). If the 95%
confidence interval overlaps 1.00, then the study does not reject, at
the 5% level, the proposition that the analgesics are equally effective.
If, and only if, the 95% confidence interval excludes 1.00 can one
conclude that there is a statistically significant difference in the effec-
tiveness of the recommended dosages of the analgesics studied (For-
rest, Tr. 8899-8901; Laska, Tr. 10426-27, 10519-25; Brown, Tr.
4934-35, 4939, 5137-38; Sunshine, Tr. 9688-90). [118]

435. Dr. Louis Lasagna published an article entitled “Effect of
Naloxone on the Analgesic Activity of Methodone in a 1:10 Oral
Combination” in Clinical Pharmacology and Therapeutics, Vol. 15,
No. 6, 1974 (Tr. 9721). In this article, Dr. Lasagna used the results of
a bioassay study design to test the hypothesis that two compounds
were equally effective. In the article, Dr. Lasagna concluded that
because the 95% confidence interval around the best estimate of
relative potency embraced 1.00, his study did not demonstrate a dif-
ference in effect (Tr. 10519-22).

436. The analgesic bioassay methodology posits that variability in
pain relief response among test subjects does not affect the validity
of a bioassay, but rather its precision, namely the confidence limits
obtained (Tr. 5033-34). For this reason, it is thoughtto be appropriate
to eliminate subjects with mild or slight pain in order to increase the
statistical power of a bioassay (Tr. 5432). Dr. Sunshine testified that
while there is a big difference between severe and moderate pain for
the individual test subject, for evaluative purposes the only difference
will be in terms of SPID scores (Tr. 9733-34, 9754).
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437. Dr. Sunshine testified that he is unaware of any correlation
between initial pain and any other initial variable such as age, sex,
type of delivery, type of anesthetic (Tr. 9726) and has been unable to
find any consistent difference in pain relief between those in moder-
ate and those in severe pain (Tr. 9655, 9733). He would conclude,
therefore, that it is just as easy for a patient in severe pain to move
the three points from severe to zero as it is for the patient in moderate
pain to move the two points from moderate to zero (Tr. 9733).

438. On the other hand, it is also thought appropriate in bioassays
of mild analgesics, such as aspirin and aspirin-order drugs, to exclude
subjects with extreme pain. For example, Dr. Moertel and Dr. Smith
agree that in studies of post-partum patients the shorter the post-
delivery period the less effectively all tested medication performed
(Tr. 5649-50, 5433-34). Some post-surgical patients will not respond
to aspirin in the first 24 hours because the severity of the injury
overwhelms the aspirin order drug (Tr. 11705-06; BMF 952).

- 439. From the foregoing (F. 436-38), two observations may be made.
First, a significant imbalance in the baseline pain (or initial pain)
among treatment groups can seriously distort the pain relief scores
for treatment groups and thereby lead to false or misleading conclu-
sions of relative potency. This observation is equally valid in cases
where such baseline imbalance remains after randomization proce-
dure is followed. [119]

440. Secondly, the applicability of a relative potency estimate ob-
tained from a bioassay of subjects whose baseline pain varied from
mild to moderate to severe, to the population with mild pain is highly
doubtful since two analgesic drugs having relative potencies of above
one may in fact be equally effective for the relief of mild pain. This
observation is valid unless the bioassay studied enough subjects with
mild pain so that the average pain relief scores of the mild subgroup
can be meaningfully compared in order to determine whether the
same ratio holds true for mild pain (Tr. 5040-44).

441. Statistical significance is an effort to reduce to an acceptable
minimal level the likelihood that a particular result is due to chance,
but the absence of statistical significance does not necessarily mean
that there is no difference (Tr. 9696).

442. Reserved.

443. Clinical pharmacologists generally determine the sensitivity of
an analgesic bioassay model by its ability to differentiate the standard
drug (usually aspirin) from a placebo (F. 389, supra).

444. In cases where a clinical pain study capable of differentiating
aspirin from a placebo fails to show statistically significant difference
between aspirin and a test drug, two inferences are possible: (1) that
there is no statistically significant difference between aspirin and the



154 FEDERAL TRADE COMMISSION DECISIONS

Initial Decision 102 F.T.C.

test drug, or (2) that whatever difference there may exist is not signifi-
cant enough to be differentiated by the study model used. In either
event, it is reasonable to conclude that the two drugs are about equal-
ly effective for all practical purposes.

445. On the other hand, in cases where sound pharmacological
reasoning, especially when coupled with a number of clinical studies
showing some difference, suggests that there might be differences
between the standard and test drugs, some clinical pharmacologists
are inclined to attribute the failure to show statistically significant
differences to the insufficient sensitivity of the test model. However,
that assumption, rational as it may be, remains to be proven by future
clinical trials with more sensitive methodology (Tr. 5081, 5979, 7953,
8087, 9006-07; CX 514, p. 35481). In the absence of well-controlled
clinical studies showing statistically significant differences, the claim
remains unsubstantiated.

446. For example, in discussing the Bufferin studies submitted to
the DESI panel Dr. Beaver stated: “So all one could possibly get out
of these three studies in relation to the speed of onset claim, is that -
these medications will be given to a substantial number of people, and
they didn’t see any difference, but no one on the panel was so naive
as to assume that either individually or together these three studies
proved there was no difference.” The Lasagna & DeKornfeld Study
(see BMF 661) [120] did not show that there was no difference between
Excedrin and aspirin but only that they did not find any difference
(Tr. 12006). The Lasagna Naloxone article and the Kruskal Ency-
clopedia of Statistics confirm that “lack of statistical significance at
a conventional level does not mean that no real effect is present. It
means only that no real effect is clearly seen from data.” (Tr. 10360-
61).

447. In a bioassay study, if the lower limit of the relative potency
estimate is greater than 1, clinical pharmacologists assume, for dose-
finding purposes, that there-are significant differences in efficacy
along the entire range of doses (Tr. 8903, 8949).

448. “Statistical significance” does not necessarily mean “clinical
significance.” Generally speaking, clinical pharmacologists deter-
mine clinical significance of a statistically significant difference by
certain clinical standards, such as the magnitude of the difference
shown and side effects. However, there is no clear agreement among
clinical pharmacologists regarding specific standards. See e.g, Tr.
-8902-03.

449. For example, Dr. Forrest testified that he would like to be able
to infer clinical significance from a given statistically significant
value but has been unable to get agreement among his peers (those
clinical pharmacologists who are knowledgeable in the area of clinical
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testing) (T'r. 8943-45, 9147). He would accept as clinically significant,
statistically significant differences if obtained by several researchers
(Tr. 8945) and he would accept, as clinically meaningful, what con-
sumers agree is clinically significant (Tr. 9144).

450. However, the term “clinical significance” is also used in a
nontechnical sense by practicing physicians, on the basis of individual
judgment in their clinical practice. What clinicians usually do is to
“eyeball” the difference observed in a clinical study and form a prag-
matic judgment as to whether the test drug is preferable or worth
trying for his patients, namely whether the difference reported is
“clinically significant” in his professional opinion as a physician.
Some clinical pharmacologists involved in comparative testing of oral
analgesics make clinical judgments based upon the best evidence
available from clinical trials and use whatever information they have
as a basis for clinical judgment (Tr. 10210-24, 10240-47, 10423-28,
10461-62). .

451. Reserved. :

452. Practicing physicians use relative potency estimates in order
to determine what dosage of one medication is needed to obtain the
same effect as another. When treating individual patients, they will
consider all the available evidence, even where confidence levels em-
brace one, weigh the possible risks and on that basis [121] reach a
decision regarding what medication to prescribe (Tr. 9803, 10244).

453. Among biostatisticians, and clinical pharmacologists trained
in analgesic bioassay studies, there is a school of thought that does not
insist on statistical significance at the conventional 95% confidence
level (P 0.05). With respect to relative potency estimates, they do not
insist that the null hypothesis of equipotency be rejected at the 95%
‘level. Generally speaking, the higher the confidence desired, the
wider the confidence intervals. The lower the confidence, the narrow-
er the intervals (Tr. 4868). 4

454. According to the International Encyclopedia of Statistics, by
Kruskal and Tanur, an authoritative compendium recognized in the
field, “probably the most common significance levels are .05 and .01,
. .. but special circumstances may dictate tighter or looser levels. In
evaluating the safety of a drug to be used on human beings, one might
impose a significance level of .001. In exploratory work, it might be
quite reasonable to use levels of .10 or .15, in order to increase power.
What is of central importance is to know what one is doing and in
particular to know the properties of the test that is used.” (Tr. 10205-
06) (emphasis added). '

455. According to Finney, “ ‘by adequate precision’ [of an estimate
of relative potency] is meant a deviation of the estimate from the true
value, almost certainly too small to be of any practical importance in
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affecting any action to be based on the assay.” (Tr. 10253). This is
certainly the case when relative potency estimates are being used for
dose-finding purposes. Even for dose-finding, it is agreed that more
precision is required when the drug might be ineffective or toxic at
either end of the dose range (Tr. 10221).

456. In a bioassay study, if the lower limit of the relative potency
estimate is significantly different from 1, then it is proper to assume
that there are significant differences in efficacy along the entire
range of doses (Forrest, Tr. 8901, 8949). Dr. Brown testified that a
lower confidence limit greater than 1 will reject the null hypothesis
of equipotency (Tr. 8126).

457. In hypothesis testing, to determine that the relative potency
is statistically significantly greater than 1, the lower confidence limit
should not embrace 1 at the 95% confidence level (Tr. 8926-27) (RMF
- 1061).

458. Dr. Brown testified that data reported as having indeterminate
or infinite confidence limits cannot be usefully reported to obtain an
estimate of relative potency, but that, with finite confidence limits, a
meaningful conclusion can be drawn. However, Dr. Brown, along with
Dr. Forrest, published [122] data and conclusions in his article enti-
tled “Clinical And Statistical Methodology for Cooperative Clinical
Assays for Analgesia” that appeared in Clinical Pharmacology and
Therapeutics, even though the confidence limits obtained were infi-
nite (Tr. 4871, 5009).

459. The upper confidence interval of relative potency estimates
becomes especially important in a study of a drug highly toxic at high
dose levels in view of the toxicity danger to human subjects (Tr.
10222-24, 10207).

460. Drs. Brown and Forrest in their naproxin article reported their
results “with reasonable confidence” even though the confidence lim-
its were indeterminate and embraced 1 (Tr. 5117-21). The Brown/
Forrest naproxin study produced infinite (“non”) confidence limits for
each medication in each hospital and when pooled the limits became
finite but still embraced 1 and were “fairly wide,” “seven fold” (Tr.
5121). Notwithstanding that even the pooled confidence limits em-
braced 1, and did not reject the hypothesis of equipotency (Tr. 5123),
Drs. Brown and Forrest estimated the relative potency “with reason-
able confidence.” (Tr. 5127). Dr. Brown explained his use of the term
“reasonable confidence” in the naproxin article by saying “the confi-
dence intervals are of the length one ordinarily [finds] those assays.”
(Tr. 5124-25),

461. Dr. Brown testified that if the lower confidence limit is below
1, as he found in his analysis of the Emich Study, the data cannot
reject the null hypothesis of equipotency. However, when his program -
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error was pointed out and the lower confidence limit rose above 1, he
claimed that the difference was of little “practical consequence” and
a matter of judgment and opinion (Tr. 8125-26).

462. Dr. Laska testified that the fact that a lower confidence limit
falls below 1 is not of a practical consequence in the context of mild
oral analgesics since it is the estimate of relative potency that clinical
pharmacologists use and accept (Tr. 10240-41).

463. The wide fiducial (confidence) limits found in many oral
analgesic studies indicate low statistical power. The reasons for these
wide limits include high between-patient within-dose variability, the
small sample size and small slopes of the dose response regression.
(Tr. 10321).

464. Complaint counsel have agreed that reputable scientific jour-
nals on occasion publish studies with P values (confidence limits) -
greater than 0.05 (Tr. 5460-61), and Dr. Moertel will consider data
with a confidence level of P= .065 as borderline (Tr. 5659-60). [123]

465. The learned journals in the field of biomedical sciences as a
rule adhere to the 95% confidence level of statistical significance. The
FDA generally requires, in New Drug Applications, that efficacy and
safety be demonstrated at the 95% confidence level. Biostatisticians
and clinical pharmacologists generally adhere to the same level of
confidence.

466. On the basis of the record as a whole, it is found that, for the
purposes of showing that a comparative efficacy or safety claim for an
OTC analgesic product is scientifically proven or established, no less-
er standard should be accepted.

C. It Has Not Been Established That Excedrin Is A More Effective
Pain Reliever Than Aspirin Or Any Other OTC Analgesic

1. The Ingredients in Excedrin

467. Each Excedrin tablet contains four ingredients: aspirin (3 grs.),
acetaminophen (1.5 grs.), salicylamide (2.0 grs.) and caffeine (1.0 gr.)
(F. 2, supra). The fact that Excedrin contains four ingredients does
not establish its superiority over aspirin or any other nonprescription
internal analgesic (F. 400, supra).

468. Salicylamide has not been established as an effective analgesic
(Beaver, Tr. 6050). The FDA OTC Analgesic Panel confirmed that
further well-controlled clinical studies of the compound must be per-
formed to demonstrate that salicylamide alone has adequate and con-
sistent analgesic activity. The Panel concluded that salicylamide is
ineffective in currently recommended doses of 300 to 600 and has not
been adequately tested for safety. Therefore, it placed the drug in
Category II1 (CX 514, p. 35441). The FDA Panel also stated that “there
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are insufficient data to determine that salicylamide is either safe or
effective when used in combination as an OTC analgesic in the cur-
rently marketed dosage of 97.2 to 400 mg.” (CX 514, p. 35439). The
Panel classified as Category III combinations of aspirin or acetamino-
phen with salicylamide because there is “insufficient information to
determine the safety and effectiveness of salicylamide as an adju-
vant...” (CX 514, p. 35442). Category I1I was defined as a classification
for which the available data are insufficient to permit final classifica-
tion as either Category I (generally recognized as safe and effective
and not misbranded) or Category II (not generally recognized as safe
and effective or misbranded) (CX 514, pp. 35347-48).

469. Caffeine is not an effective analgesic. The FDA Analgesics
Panel so concluded and placed it in Category II as an analgesic (CX
514, p. 35482; Beaver, Tr. 6050). Moreover, the effect of caffeine as an
adjuvant to aspirin or acetaminophen has not been established (For-
rest, Tr. 9107). After a careful [124] review of the literature and data
submitted by drug firms, the Panel concluded that more clinical
studies need to be done to show that caffeine contributes to the
claimed analgesic adjuvant effect (CX 514, pp. 35483, 35485). There-
fore, the FDA OTC Analgesics Panel classified the adjuvant effect of
caffeine as Category III (CX 514, p. 35484).

- 470. Two editions of the AMA Drug Evaluations (CX 512 and 518),

a reliable and well recognized text on drug therapy (F. 223, supra),
found no evidence that caffeine in the amounts present in a combina-
tion product like Excedrin has any effect on analgesic activity (CX
512I; CX 518G).

471. The Medical Letter (CX 510), a reliable and well-recognized
publication (F. 227, supra), reviewed evidence concerning the addi-
tion of caffeine to aspirin, and found that it had never been adequate-
ly demonstrated that the addition of caffeine to analgesics produced
any difference in analgesic effect (CX 510).

472. Respondent’s Medical Director, Dr. Lanman, relied upon a
study by Booy et al., published in Holland in 1975 and translated into
English, as support for its position on the adjuvant effect of caffeine
in analgesic combinations. The Booy study was performed over a
two-day period on outpatients with pain from tooth extraction, and it
purported to show enhanced analgesia with an acetaminophen/caf
feine combination product (Lanman, Tr. 11515-18; 12066). In fact,
this purportedly enhanced analgesia was only apparent on the first
day of the study (Lanman, Tr. 12080). On the second day, the combina-
tion (with caffeine) apparently performed poorer than the acetamino- -
phen alone (Lanman, Tr. 12080; CX 514, p. 35484). The authors made
no finding of statistically significant results on either day’s data (Lan-
man, Tr. 11524-26). The authors presented their data in a manner
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that obscured potential differences in the performance of the com-
pounds studied (Lanman, Tr. 12068). The data as reported by the
authors may have resulted from any number of performance results
of the compounds with and without caffeine. In fact, the data reported
by the authors cannot reject a proposition that there was no differ-
ence in the performance of the compounds, or that the compound
without caffeine actually performed better than the compound with
caffeine (Lanman, Tr. 12069-82; CX 904; CX 905; CX 906). Because of
the authors’ failure to report any statistically significant results in
their study, the reversal on the second day of the first day’s favorable
trend, and the highly ambiguous way in which the results were re-
ported, permitting the data to be interpreted either as supportive or
contradictory to respondent’s position, the Booy study cannot be given
any weight with respect to the issue of caffeine’s adjuvant effect. The
Booy study was considered by the FDA Panel on OTC Analgesics as
part of its review which led to the conclusion that there are [125]
insufficient data to support the adjuvant effect of caffeine (F. 469,
supra; CX 514, p. 35484; Lanman, Tr. 12213).

"~ 473. Respondents also offered a recent study by Wojcicki et al.,
published in Poland and translated into English, as support for its
position on caffeine. This was in part an outpatient study, and one of
the two groups under study suffered from common headache (Lan-
man, Tr. 11513, 12088). This study purported to confirm the results
of the Booy Study. Like the Booy Study, however, the authors of this
paper failed to report any test of the statistical significance of their
results (Lanman, Tr. 11526). Moreover, from the published report one
cannot judge the adequacy of controls employed to assure the blinding
in the study (Lanman, Tr. 12083-84). Most important, the authors -
analyzed and reported the results in terminology different from that
used in the study (Lanman, Tr. 12084-91). For example, outpatient
subjects were asked to fill in the results of treatment as “pain disap-
peared,” “pain markedly reduced,” “pain unchanged” or “pain
worse” (Lanman, Tr. 12084). The authors reported the results, with-
out any explanation, as “no more pain,” “pain greatly improved,”
“pain-slightly improved” and “pain unchanged” (Lanman, Tr. 12084~
85). It is possible, as Dr. Lanman speculated, that subjects’ “pain
markedly reduced” responses were split into “pain greatly improved”
and “pain slightly improved,” although, from the questions asked
subjects, there was no such gradation employed (Lanman, Tr. 12085-
86). The same problem is repeated on data gathered from inpatients,
i.e, the data reported do not correspond to what the authors say they
asked on the questionnaire (Lanman, Tr. 12087-91). Bristol-Myers
obtained from Dr. Wojcicki, and offered in this case, statistical ana-
lyses purporting to show statistical significance of his findings. How-
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ever, by his own analyses, the study could not differentiate 1,000 mg.
of aspirin, an admittedly effective dose, from placebo (Lanman, Tr.
12091-95). The reliability of the Wojcicki Study, therefore, is subject
to serious doubt. In another context, Dr. Elvers, Bristol-Myers’ Asso-
ciate Medical Director, took the position that the presence of a signifi-
cant difference between aspirin and placebo is a “mandatory
prerequisite towards the drawing of any meaningful conclusions”
from an investigation of clinical analgesia (Lanman, Tr. 12093).

474. For all of these reasons, the Wojcicki study cannot be consid-
ered a well-controlled study or a reliable authority and is entitled to
little weight on the issue of whether caffeine adds to the analgesia of
aspirin and acetaminophen.

475. Respondent also relied on a recent blood level study by
Dahanukar, published in an Indian journal as support for its position
on caffeine (Lanman, Tr. 11518-19). The study was limited to 12
subjects (Lanman, Tr. 11519). The study did not measure the compara-
tive effectiveness of compounds with and without caffeine (Lanman,
Tr. 11519). Blood level studies have [126] not been accepted as evi-
dence of degree of analgesia because no relationship between blood
levels and degree of analges1a has been established (F. 401, supra).
This study therefore is entitled to little weight on the issue of the
potentiating effect of caffeine.

476. Respondent also relied upon a study by Houde and Wallenstein
wherein the authors concluded that “the results with caffeine must
be considered equivocal, although it is possible that dosage may be an
important factor, and caffeine may simply be ineffective at much
below the 60 mg. dose” (Lanman, Tr. 11523). In fact, this study was
presented to the FDA Panel on Analgesics, which concluded that it
was the only “well-controlled clinical study to determine whether
aspirin plus caffeine is more effective than aspirin alone, and the
results of this study are equivocal” (Lanman, Tr. 12065; CX 514, p.
35483). Even though the FDA Panel considered this study its equivo-
cal results and the absence of other sound evidence still led the Panel
to put caffeine in Category III as an adjuvant (F. 469, supra).

477. None of the four studies offered by respondent either alone, or
in combination, are adequate support for the proposition that caffeine
adds to the analgesia of aspirin and/or acetaminophen. At best, the
studies produced ambiguous results (F. 472, supra ), reported results
in a manner inconsistent with the way data were generated (F. 473,
supra), failed to incorporate tests of statistical significance (F. 472-73,
supra ), were unable to differentiate an effective dose of aspirin from
placebo (F. 473, supra ), produced equivocal results (F. 476, supra) or
did not even measure pain relief (F. 475, supra).

478. The nature and quantity of ingredients in an analgesic product
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is not evidence that can establish its superiority to other analgesic
products (F. 400, supra). In fact, an Excedrin tablet contains only 4.5
grains of ingredients established as Category I analgesics (3.0 grains
of aspirin and 1.5 grains of acetaminophen) as compared to the stan-
dard 5 grain. aspirin tablet. It contains 3 grains of ingredients (2.0
grains of salicylamide and 1.0 grain of caffeine) which the FDA OTC
Analgesics Panel has classified as either Category II (ineffective) or
Category III (insufficient evidence concerning efficacy or adjuvancy)
(F. 468-69, supra). In this light, Excedrin can be said to contain a
lower amount of proven analgesic ingredients than a plain 5 grain
aspirin tablet.

2. Bioassays of Excedrin and Aspirin

479. Respondent has admitted representing that Excedrin is a more
effective pain reliever than aspirin (F. 272, supra). As primary sup-
port for its claim, it relies on the results of [127] studies performed on
Excedrin and aspirin which, in its expert witnesses’ view, adequately
support that claim. ; _

480. The Emich Study (CX 425), a bioassay study of post-partum
pain conducted in 1968, the Smith Study (CX 453), another post-
partum pain study conducted in 1970-1972, and the Sherman Study
(CX 439), a pain threshold study of electrical-shock induced dental
pain, are in evidence. Three other post-partum pain bioassays offered
by Bristol-Myers were rejected, for the reason that Bristol-Myers
failed to comply with administrative law judge’s long-standing pretri-
al disclosure directions regarding medical-scientific studies to be of-
fered at trial and that Bristol-Myers failed to show good cause for
excepting the studies in question from those requirements (Tr. 9624- -
41). The three rejected studies are RX 164 for identification (Sunshine
Study designated 16H9), RX 165 for identification (Sunshine Study
designated 9T1) and RX 148 for identification (Emich Study and data
designated W1409). The administrative law judge’s modified ruling
regarding RX 166 for identification (Sunshine Study designated 10G—
12G) would have permitted Bristol-Myers to reoffer it after further
interview and cross-examination of Dr. Sunshine regarding that
study by complaint counsel, and Bristol-Myers chose not do so (Tr.
11393-400, 11616-18). Summary and analytical tabulations related to
the excluded bioassays were likewise rejected. Bristol-Myers was per-
mitted to make an offer of proof regarding all of the excluded materi-
al, which are contained in the excluded exhibit binder of the record.
Furthermore, Bristol-Myers’ expert witnesses were permitted to refer
to, but not to discuss the details of, the excluded studies in explaining
their opinions, especially opinions regarding the so-called “pooled
data” (See F. 526-28, infra).
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481. In this connection, it is noted that Bristol-Myers did not include
any of the four bioassay studies (RX 148, 164-166 for identification,
in the rejected exhibit binder) to the FDA OTC Analgesics Panel
among its submissions in support of its claims of “extra strength” for
Excedrin (Lanman, Tr. 12116-17). Dr. Sunshine, who was involved in
the conduct of these studies, did not call their results to the attention
of the American Medical Association when he was asked in 1971 to
comment on a draft of AMA Drug Evaluations, which discussed the
comparative efficacy of Excedrin and aspirin (Sunshine, Tr. 9702-06).
The authors of the Emich Study (CX 425), which included Fred Muell-
er of Bristol-Myers Statistical Services department (CX 425A), which
did not refer to the rejected studies in the introduction to their report,
purported to review the available information on Excedrin’s efficacy
as an analgesic (CX 425G). '

a. The Emich Study (CX 425)

482. The Emich Study (CX 425) is a bioassay which compares three
doses of Excedrin (1, 2 and 4 tablets) to three doses of 5 [128] grain
aspirin (1, 2 and 4 tablets) and placebo. The study included 269 female
patients all suffering from post-partum pain. It began in 1968 at the
Philadelphia General Hospital under the general direction of Dr.
John Emich (Sunshine, Tr. 9611). Dr. Emich was an obstetrician and
gynecologist, but not a clinical pharmacologist (Sunshine, Tr. 9603).
Apparently, Dr. Emich had not done any bioassays before 1968, and
was initiated into the techniques of analgesic bioassay by Dr. Sun-
shine (Sunshine, Tr. 9604-06). The authors concluded that the study
showed that tablet for tablet, Excedrin is a more potent analgesic
than aspirin for post-partum pain (CX 425V).

483. There was no separate protocol specifically designed for the
Emich study that set forth, in advance, the design, treatments, sample
size, and statistical analysis to be employed. However, Dr. Sunshine
provided Dr. Emich with a copy of a protocol (BMRX 161) that had
been developed for use by Dr. Sunshine in 1962 for his own studies of
Bristol-Myers’ analgesic products (BMRX 161, 162; Sunshine, Tr.
9612, 9617, 9620). Assuming that Dr. Emich used the Sunshine proto-
col, it is evident that he did not follow it. For example, the Sunshine
protocol called for use of patients with surgical and fracture pain as
well as obstetrical patients (BMRX 161A); the Emich Study was con-
fined to obstetrical patients (CX 425H). The Sunshine protocol called
for patients entered onto the study to be free from analgesic medica-
tion for the five hours preceding initiation of the study (BMRX 161A);
the Emich Study eliminated patients who received analgesics during
the previous six hours (CX 425H). The Sunshine protocol calls for a
cross-over design, with each patient receiving more than one treat-
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ment (BMRX 161A, BMRX 162); the Emich Study was a single dose
study, in which no patient received more than one treatment (CX
425]). The Sunshine protocol called for a sample size of 200 subjects
(BMRX 161B); the Emich Study tested 269 subjects (CX 425H). The
Sunshine protocol called for interviews of patients to extend over a
four-hour period after administration, with the first interview at one-
half hour after administration (BMRX 162); in the Emich study pa-
tients were interviewed over a five-hour period after administration
of the treatments, with the first interview at one hour after adminis-
tration (CX 425K). The Sunshine protocol calls for a statistical anal-
ysis on “the summary variable of all the hourly relief scores” (BMRX
161B); the statistical analysis of the Emich Study employed, in part,
less than all the hourly relief scores (F. 499, infra).

484. Dr. Laska, Bristol-Myers’ expert witness, analyzed the data
generated by the Emich Study through the use of a bioassay computer
analysis program. RX 181A-F comprise the computer printouts of
that analyses, according to six different variables: percent SPID at 5
hours, SPID at 5 hours, percent SPID at 4 hours, SPID at 4 hours,
TOTAL at 5 hours, and TOTAL at 4 hours. The relative potency
estimates (rho) for Excedrin to [129] aspirin and the associated confi-
dence intervals at 95% confidence level, based on RX 181, are as
follows (Tr. 10174-85):

Variable 5hrs. ) 4 hrs.

Rel. Pot. Contf. int. Rel. Pot. Cont. Int.
Percent SPID 2.6 1.1-94.3 4.0 1.4-4.8x10°
SPID 4.08 1.3-3.84 x 10%* 71 O-infinite
TOTAL 2.27 .86-255 2.32 .85-1230

Based on his computer analysis, Dr. Laska expressed an opinion that
the Emich study provided “compelling evidence of superiority” of
Excedrin to aspirin, in terms of pain relief provided at equidoses (Tr.
10185). '

485. It should be noted, however, that, out of the two “standard” or
" “orthodox” analysis of SPID and TOTAL (Brown, 4908, 5086, 5106),
only the SPID analysis shows statistical significance at the 5% level
of confidence (or p < .05) whose confidence interval does not enclose 1.
Thus, only the SPID analysis is able to reject the hypothesis that
Excedrin and aspirin produce equal effects at 1, 2 and 4 tablet doses
(F. 484; Brown, Tr. 4908, 5105; Sunshine, Tr. 9663).

486. In the Emich Study, the relative potency estimate for Excedrin
to aspirin on a tablet for tablet basis is 4.02, with a lower 95% confi-
dence interval of 1.4 (Tr. 9659). Dr. Sunshine testified that the results
of the Emich Study as expressed by %SPID4 are “strong scientific
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evidence that Excedrin is stronger and more effective than aspirin on
a tablet for tablet basis.” (Tr. 9660). '

487. The relative potency of Excedrin to aspirin on a tablet for
tablet basis in the Emich Study range from 2.27 to 7, with 4 of the 5
parameters significant at the 95% level and 2 having confidence
intervals above 1 (Tr. 9660).

488. On January 16, 1968, the statistical department of Bristol-
Myers prepared a “final report” of the Emich Study (Tr. 10613-14).
That report included the data transmitted by Annette Williams’ let-
ter of December 3, 1968 on approximately 230 patients (Tr. 10614). On
January 30, 1969, Annette Williams sent the data for an additional
44 patients of the study to Bristol-Myers for analysis (Tr. 10614).
Despite Bristol-Myers’ belief that the Emich Study had concluded
with 225 patients, it nonetheless included these final 44 in its final
analysis as presented in Atlantic City. It could have discarded those
final cases and considered the Emich Study terminated at 225 pa-
tients (Tr. 10615). It would have been proper for Bristol-Myers to
discard the results of the last 44 patients of the Emich Study, [130]
thereby increasing the strength of the conclusions one could draw
based on the Emich Study (Tr. 10619).

489. The relative potency estimate of Excedrin to aspirin for the
variable SPID4 is 7.1, with a 90% confidence interval from 1.97 to 1.44
(Tr. 10183; BMRX 181D). The estimated relative potency of Excedrin
to aspirin in the Emich Study using variable total 5 (TOPAR) is 2.27,
with a 90% confidence interval from 1.02 to 24.1 (Tr. 10184). The
estimated relative potency of Excedrin to aspirin for the variable total
4 (TOPAR) is 2.32, with a 90% confidence interval of 1.01 and 36 (Tr.
10184). The Emich Study results for the response variables SPID 4,
total 5 and total 4 have lower confidence limit values above 1 at the
90% level of confidence (Tr. 10184-85).

490. The Emich Study is flawed by a problem that compromises its
fundamental validity. Despite the fact that subjects were purportedly
assigned to the seven treatments in the study through a randomiza-
tion technique, more patients in “severe” initial pain were assigned
to the Excedrin treatments than to the aspirin treatments (Brown, Tr.
5174; Sunshine, Tr. 9662). This procedure resulted in an imbalance in
the baseline pain levels between the Excedrin groups and aspirin
groups, before any tablet was ingested, that were large enough to be
statistically significant at the .02 level (Brown, Tr. 4903, 4921; For-
rest, Tr. 8960; Laska, Tr. 10199). Statistically significant imbalances
in initial pain levels among treatment groups at baseline is a serious
problem that cannot be ignored (Laska, Tr. 10621; Forrest, Tr. 8960~
61, 9090-91; Brown, Tr. 4904-05, 4911, 5083-84, 5093-94, 5100, 8029).
Respondent’s expert Dr. Laska agreed that he would not have confi-
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dence in using data from the conventional SPID analysis of the Emich
Study due to this baseline pain imbalance (Laska, Tr. 10440, 10487—
88).

491. The level of baseline pain (i.e., pain prior to medication) is the
single most important variable influencing the response to analgesics
(Beaver, Tr. 5968; Brown, Tr. 8053, 8113, 8118-23, 8128-34). Indeed,
the authors of the Emich Study themselves note that in their study
“the response of an individual patient to a given medication was
closely related to her starting pain level” (CX 425N). Although several
experts of Bristol-Myers expressed the view that post-study correction
or adjustment of the baseline imbalance problem by the use of percent
SPID (as was done in the Smith Study) was not unusual, it is question-
able whether such after-the-fact statistical “correction” can reasona-
bly be expected to cure the defect and restore the validity of a flawed
analgesic study to that of an unflawed one (Brown, Tr. 8113-14, 8136,
8050-53, 8060-61).

492. It is fair to say that where statistically significant baseline pain
imbalance results after randomization, the result is the same as in a
nonrandomized study in that the attempted [131] control of patient
assignment bias failed. In fact, in the Emich study the assignment of
larger numbers of patients in “severe pain” to the Excedrin treat-
" ments created a bias favoring Excedrin (Brown, Tr. 4094, 4936, 5174;
Sunshine, Tr. 9734). The bias results from the fact that Excedrin had
the opportunity to relieve more pain in more patients than aspirin did
(Brown, Tr. 4904, 5174). Excedrin had more opportunity to reduce
pain intensity and to provide pain relief than aspirin, because pa-
tients in the Excedrin group on the average started with more pain
(Brown, Tr. 4904; Sunshine, Tr. 9734). As the authors of the Emich
Study observed: “Patients who had severe pain at the outset proved
to receive significantly more relief on the average than those com-
plaining of less discomfort” (CX 425“0”).

493. The practical consequence of the statistically significant base-
line pain imbalance among the treatments in the Emich study is that
it reduces confidence in the study, and all its results, to a point where
it cannot be accorded full weight (Forrest, Tr. 8960-62, 9090-91,9116-
17; Brown, Tr. 4905, 4911-14, 4916-17, 4928, 5100, 8149-50, 8154-55).
The fact that there was a statistically significant imbalance on base-
line pain—perhaps the most important of all variables that influence
the results of pain relief studies—raises the specter of bias in patient
assignment (Brown, Tr. 4911, 4921; Forrest, Tr. 8960-62, 9091). The
record shows that the chance of a true randomization may produce
the baseline pain imbalance present in the Emich Study is only two
(2) times out of 100 (Brown, Tr. 4903, 4921; Forrest, Tr. 8960). Re-
spondent’s expert witness, Dr. Laska, agreed that if subjects were not
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assigned to treatments in an unbiased fashion, the entire study would
be seriously compromised (Laska, Tr. 10590-94). While after-the-fact
numerical transformations of the data may be the only plausible way
to address this central problem statistically, no statistical “correc-
tion” can address the issue of whether patients were, in fact, assigned
to treatments in an unbiased fashion (Brown, Tr. 4911-12, 5092-93,
8143-44; Forrest, Tr. 8960-61). Dr. Forrest, an eminent authority in
the field of analgesic bioassays, and Dr. Brown, an expert biostatisti-
cian experienced in analgesic bioassays, concluded that the serious
baseline pain imbalance present in the Emich Study diminishes the
Study’s weight to a point where they would not rely on it as credible
evidence regarding the issue of whether the superiority of Excedrin
over aspirin has been scientifically established (Forrest, Tr. 896061,
9121-23; Brown, Tr. 8108, 8149-50, 8154-55).

494. The position of Drs. Forrest and Brown regarding the weight
to be accorded the Emich Study is corroborated by the fact that,
apparently only one published analgesic study has been found where
the authors reported statistically significant differences in initial
pain levels among the treatment groups (Laska, Tr. 10626-27). Dr.
Louis Lasagna, the author of that article, is a respected and well
qualified clinical pharmacologist (Beaver, Tr. 5903), whom Bristol-
Myers cited in [132] support of its position in its 1968 Comments to
the Federal Trade Commission in a Trade Regulation proceeding in-
volving OTC analgesics (Laska, Tr. 10626, 12023-24; Sunshine, Tr.
9721). What Dr. Lasagna concluded regarding that study was that, -
because of the bias introduced by the statistically significant differ-
ences in starting pain levels, he could not come to conclusions about
the performance of the tested drugs (Laska, Tr. 10626-27).

495. Reserved. ’

496. The authors of CX 425 do not report that patients varied in
terms of their initial pain to a statistically significant degree (Brown,
Tr. 5174; CX 425). However, the authors do outline a technique of
analysis, called “Percent SPID,” which they say adjusted the “SPID”
scores so they were “freed . . . from the influence of starting pain
levels” (CX 4250). The authors of CX 425 do not report the estimate
of relative potency based either on “SPID” or “Total” (Brown, Tr.
4906-07). The relative potency they reported was based on their “%
SPID” analysis. However, the purported ° protocol” for the study
(BMRX 161B) did not mention “% SPID.”

497. Respondent’s experts Drs. Sunshine and Laska contend that
the use of the % SPID analysis in the Emich Study successfully “cor-
rects” the problem introduced by the existence of statistically signifi-
cant baseline pain imbalance (Sunshine, Tr. 9659, 9662, 9671; Laska,
Tr. 10199-200). However, they did not say that the use of an adjust-
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ment for the SPID score (i.e., the use of “% SPID”) also corrects what
may be the same problem with the other summary variable analyzed
in the Emich Study, namely “Pain Relief” (CX 425R; F. 406-07, su-
pra). In fact, Dr. Smith, the author of the Smith Study, testified that
in his study, even though there was no statistically significant imbal-
ance in starting pain levels, he “tried a variety of correction terms to
eliminate any potential bias owing to the fact, that starting pain does,
in fact, influence pain relief as it influences pain intensity difference”
(Smith, Tr. 5421).

498. “9% SPID” is a technique developed by the authors of the Emich
Study for purposes of post hoc analysis of the data. The normal
“SPID” score for each patient is expressed as a proportion of the
maximum possible “SPID” score that each patient could have ob-
tained (CX 425K, L). Respondent’s expert witness, Dr. Laska, pointed
to a general source as support for the type of correction provided by
the “% SPID” technique. However, Dr. Laska was unable to cite any
published article where the author used % SPID or any other statisti-
cal device to correct baseline pain imbalance (Laska, Tr. 10626). Dr.
Sunshine, who claimed that baseline imbalances occurred frequently
in studies during the 1960’s, cited no article that employed an analysis
on the % SPID variable or any other [133] “correction,” and he admit-
ted that he had not used % SPID in any of his published studies
(Sunshine, Tr. 9717-20, 9746).

499. Bristol-Myers’ experts analyzed the results of the Emich study
at four and five hours after administration of the treatments (Sun-
shine, Tr. 9659; BMRX 181C, D, F). Dr. Laska testified that the four-
hour analysis is meaningful because both Excedrin and aspirin
recommend a four-hour interval between doses (Laska, Tr. 10548-49).
The analysis of “% SPID,” “SPID” and “TOTAL” at the four-hour
period is a post hoc analysis outside the purported protocol’s specifica-
tion that the summary variable analysis cover “all the hourly relief
scores” (BMRX 161B; Laska, Tr. 10540-41, 11292-93). When he was
asked why he had not, for example, analyzed the summary variables
in the Emich Study based on data from three-hour or even two-hour
observations, Dr. Sunshine answered that “you can do anything you
want . . . It depends what you’re looking for” (Sunshine, Tr. 9707).
Respondent’s expert Dr. Laska admitted that in his published work,
and in that of Dr. Sunshine, when the summary variables “SPID” and
“TOTAL” were analyzed all of the data generated in the studies was
included (Laska, Tr. 10548-51). Analysis of a data segment not laid
out in advance in the protocol, is “data massaging that destroys the
validity of the analysis” (Moertel, Tr. 5543).

500. Even if one were to dismiss the gravity of the baseline pain
imbalance problem and accept the % SPID “correction,” the Emich
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Study is equivocal. Out of the six variables analyzed by Bristol-Myers’
experts, only four will give an unbiased estimate of the relative poten-
cy because the uncorrected SPID analysis (SPID-5 and SPID-4) is
infected with a quantitative bias introduced by the initial pain imbal-
ance (Laska, Tr. 10440, 10487-88; Sunshine, Tr. 9662, 9671). Of that
four, two have estimates of relative potency with confidence intervals
that embrace 1.00 (RX 181E-F; Tr. 10183-84). Thus, accepting all of
respondent’s “corrections” and post hoc analyses, only two of the four
parameters in the Emich Study analyzed by respondents which could
give an unbiased estimate of relative potency, reject the hypothesis
that Excedrin and aspirin are equally effective.

501. The Emich Study was submitted for publication in the Journal
of Clinical Pharmacology and Therapeutics. The authors were asked
by Dr. Modell, the Journal’s editor, to comment on the generalizabili-
ty of the study results to pain etiologies other than post-partum. They
answered that the issue was irrelevant (CX 910). Their study was not
published (Lanman, Tr. 12095-97).

b. The Smith Study (CX 453)

502. The Smith Study (CX 453) is a bioassay which, like the Emich
Study, investigated three doses of Excedrin (1, 2 and 4 [134] tablets),
three doses of aspirin (1, 2 and 4 tablets) and placebo (Smith, Tr. 5393).
The study was funded by Bristol-Myers and involved 785 female pa-
tients (about three times the sample size of the Emich Study) suffering
from post-partum pain at the Boston Hospital for Women (Smith, Tr.
5392-93). The study was conducted during the period commencing in
the fall of 1970 through January 1972 (Smith, Tr. 5392) under the
direction of an experienced, reputable investigator, Dr. Eugene
Smith, of the Harvard Medical School and Massachusetts General
Hospital (F. 59, supra).

503. The protocol for the Smith Study was reviewed and approved
by the Research Committee of the Massachusetts General Hospital to
ensure that the study followed scientifically appropriate and accepted
procedures (Smith, Tr. 5393-94).

504. The primary purpose of the Smith Study (CX 453) was to
investigate not only the efficacy of Excedrin but the influential varia-
bles that may affect clinical trials generally and to develop a method
of investigation and to study the relative potency of Excedrin (Tr.
5445). '

505. The Smith Study was well-designed, employed the appropriate
controls, and suffered from none of the problems which characterized
the Emich Study (Brown, Tr. 8150). All significant variables were
satisfactorily balanced across treatment groups (Smith, Tr. 5434, 5506
-07). Moreover, all methods of analysis employed in the Study yielded
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consistent results: none of the analyses showed statistically signifi-
cant differences at the tested dose levels between Excedrin and aspi-
rin at the .05 level (Smith, Tr. 5422-24); all of the analyses produced
relative potency estimates between 1.1 and 1.3 with lower 95% confi-
dence limits around .50 to .70 (F. 506-08, infra).

506. The results of the Smith Study are:

Estimate of Lower Confidence Upper Confidence

Parameter Relative Potency Limit * Limit
TOTAL4 1.36 51 7.3

%SPID5 : 1.25 .69 2.57
SPID5 1.13 54 2.64
%SPID4 1.33 .7576 : 2.78
SPID4 1.22 : .59 3.04
TOTALS 1.2 45 - 4.35

(Tr. 10294-95) (BMRX 182). ;
507. Data generated in the Smith Study were analyzed for the
five-hour period over which the study ran (Smith, Tr. 5413). The
relative potency estimates for Excedrin to aspirin, are 1.13 based on
“SPID-5,” with 95% confidence limits of .54 to 2.64 [135] (BMRX
182B; Laska, Tr. 10294), and 1.2 based on “TOTAL-5,” with 95%
confidence limits of .45 to 4.35 (BMRX 182E; Laska, Tr. 10294). Nei-
ther of the two conventional analyses rejects the null hypothesis that
Excedrin and aspirin are equally effective because the lower 95%
confidence intervals enclose 1.00 (Smith, Tr. 5423; Laska, Tr. 10426-
27; Brown, Tr. 4933-35; Forrest, Tr. 8963-65; Sunshine, Tr. 9751).
Thus, neither analysis reflects a statistically significant difference
between Excedrin and aspirin at the .05 level at the tested dose levels
(Smith, Tr. 5422-24). _
~ 508. Dr. Laska, Bristol-Myers’ expert, also analyzed the results of
the Smith Study using the % SPID method. Since there is no baseline
imbalance on initial pain in the Smith Study, and therefore no bias
for using % SPID to “correct” it, the results according to %SPID-5,
not surprisingly, closely parallel the results of the normal SPID-5
analysis (Brown, Tr. 4936, 8144-45). The relative potency estimate
based on %SPID-5 was 1.25, with 95% confidence limits of .69 to 2.57
(BMRX 181A; Laska, Tr. 10294). The four-hour data analyzed by re-
spondent is also consistent with the five-hour data analysis. The “best
estimate” and associated 95% confidence intervals for SPID-4,
%SPID-4 and TOTAL—4 were, respectively: 1.22 (95% limits of .59 to
3.04) BMRX 181D); 1.33 (95% limits of .75 to 2.78) (BMRX 181C); and
1.36 (95% limits of .51 to 7.27) (RX 181F). (See Laska, Tr. 10294-95).
Each of these four analyses produces a relative potency estimate with
a 95% confidence interval well below 1.00. Thus none of them show
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a statistically significant difference between Excedrin and aspirin at
the .05 level at the tested dose levels. Indeed, the data from the Smith
Study, however analyzed, cannot reject the hypothesis that aspirin is
more potent than Excedrin at the tested dose levels (Laska, Tr. 10518).
The results from the Smith Study are quite consistent with the results
that would be obtained in a bioassay where the truerelative potency
of the two compounds was, in fact, 1.00 (Brown, Tr. 5009, 8157-58).

509. The Smith Study showed that for mild pain, the relative poten-
cy of aspirin compared to Excedrin is 2.3, with infinite confidence
intervals due to the small sample size (Tr. 10301) (BMRX 182).

510. The Smith Study is a more precise and reliable estimate of the
relative potency of Excedrin to aspirin than is the Emich Study (Las-
ka, Tr. 10537). It suffered from no methodological flaws that compro-
mised either its reliability or its weight (Brown, Tr. 8150). Moreover,
it employed more subjects than the Emich Study (785 vs. 269). 785 is
a large sample for bioassay studies of this kind (Forrest, Tr. 8965). Dr.
Beaver referred to sample sizes in analgesic studies of 675 to 750
patients as “gigantic” (Beaver, Tr. 6023). Dr. Sunshine indicated that
30 patients per treatment would be a “ballpark” minimum adequate
sample size, and having 50 patients per treatment group would be
[136] “wonderful” (Sunshine, Tr. 9773). The Smith Study had about
100 patients per treatment (Forrest, Tr. 8964). Generally, the larger
the sample, the easier it is to show differences between the two com-
pounds, if there are in fact differences (Forrest, Tr. 8965). The fact
that Dr. Smith is a well-known researcher adds to the reliability of his
study (Brown, Tr. 8150). For all of these reasons relating to the preci-
sion, sample size, and methodological elegance, the results of the
Smith Study should be accorded greater weight than the Emich Study
regarding the issue of whether Excedrin’s claimed superior efficacy
over aspirin has been scientifically established (Moertel, Tr. 5597;
Brown, Tr. 8150).

511. Respondent has “pooled” the results of the Emich and Smith
Studies in order to produce yet another analysis of their results.
Essentially, “pooling” is a statistical device that combines the “best
estimates” of relative potency, together with other data bearing upon
the variability in each study, and produces a “pooled” estimate, with
a new set of 95% confidence limits (Laska, Tr. 10319-50; Forrest, Tr.
8965-74). However, “pooling” the Emich and Smith Study data does
not create a new, well-controlled study, whose results can be used to
establish a claim of superior efficacy. It may be said that pooling
reduces the two independent Emich and Smith Studies to one
“pooled” study (Forrest, Tr. 8965-68; Brown, Tr. 8159-63). In order to
establish a scientific proposition, one needs replication of the statisti-

cally significant results of one study by another study (F. 370, supra).
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What is required is at least two well-controlled clinical studies which
demonstrate statistically significant differences between the com-
pounds tested. Pooling does not meet that requirement (Forrest, Tr.
8967-68; Brown, Tr. 8161).

512. “Pooling” combines the results of several studies to arrive at
an overall conclusion of relative potency estimates on the basis of
available data, across a variety of studies, investigators and locations
(Tr. 10186-99, 11312-13).

513. The information pooled includes the relative potency esti-
mates, sample sizes, slopes, sums of the squares and the confidence
limits, intervals and values (Tr. 10193). ,

514. The rationale for pooling is to use all available information in
an attempt to obtain an overall estimate of what the true relatlve
potency is (Tr. 10188-89).

- 515. Finney would restrict pooling of “assays in which different
species of animals have been used as subjects or different measure-
ments have been taken as responses or experimental techniques have
been fundamentaly different. . . .” (Tr. 10335). In pooling data from
more than one hospital, Finney would calculate the relative potencies
for each hospital and then pool them using the Bennett method (Tr.
8969). [137]

516. Dr. Laska testified that data from different investigators can
be pooled so long as it is collected in a reasonably similar way and/or
if the several studies are conducted under the same or similar circum-
stances. For example, subjective response studies would not be pooled
with animal or experimental pain studies. Further support for this
proposition is seen in the Naloxone Article by Dr. Lasagna (Tr. 8970,
10196, 10324).

517. Dr. Laska testified that he ﬁnds support for the pooling of all
the Excedrin studies in Bennett (“Combining Estimates of Relative
Potency and Bioassay”) and Armitage (“Point and Interval Estima-
tion in the Combination of Bioassay Results”) (Tr. 10337—40).

518. According to Dr. Laska, pooling is permissible when: (1) the
estimate of relative potency for each of the studies is within the
confidence intervals of both of them or (2) when one of the estimates
of relative potency is within both intervals and the upper limit of one
study is below the estimate of the other (Tr. 11306-08).

518a. Dr. Forrest’s VA co-op study pooled data from the several
hospitals, including data with infinite limits to obtain one relative
potency estimate with finite confidence limits (Tr. 5010-11).

519. In cases where the validity of a relative potency estimate is
sufficiently demonstrated by a well-controlled bioassay whose find-
ings are then replicated by another well-controlled bioassay by an
independent investigator, the rationale for pooling the data from the
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two studies with those of others which are flawed and/or fail to show
significance at reasonable confidence levels, is difficult to understand
to a layman.

520. However, absent two or more well-controlled studies confirm-
ing the validity of a relative potency estimate, pooling may be a
statistically acceptable device for obtaining a composite estimate on
the basis of available information if one must come up with a relative
potency estimate. This is akin to the pragmatic approach by which
clinicians not well versed in analgesiology assess analgesic bioassay
reports (F. 450, supra). [138]

521. The pooled results of the Emich and Smith Studies are:

Estimate of Lower Confidence Upper Confidence
Parameter Relative Potency Limit Limit
%SPID5 1.58 ' ) .99 3.05
%SPID4 1.82 1.12-3 3.88
SPID5 1.67 .95 4.06
SPID4 1.97 1.08 5.92
TOTAL4 1.65 .86 5.03

(Tr. 10311, 10313-14) (BMRX 63).

522. The %SPID5 pooled result of Emich and Smith rejects the null
hypothesis at a confidence level of P=.10 or 90% (Tr. 5155).

523. In order for the lower confidence limit of the pooled Emich and
Smith studies to rise above 1, the P-value would have to be approxi-
mately .06 to .08 (Tr. 10314-15) (BMRX 63).

524. According to Dr. Laska, a reanalysis of the Smith data by
baseline pain level shows relative potency estimates (Excedrin to aspi-
rin) of: 2.3 for mild pain, 1.3 to 1.5 for moderate pain, and 1.6 to 1.8
for severe pain. The relative potency estimate for mild pain (2.3) had
infinite confidence intervals due to the small size of the subsample.
The confidence intervals for relative potency estimates for moderate
and severe pain were undetermined (Tr. 10301-02; BMRX 182).

525. Dr. Laska testified, based on his reanalyses of the Emich and
Smith data, when combined, show that for moderate pain the relative
potency of Excedrin to aspirin is 1.26, with 95% confidence intervals
of .54 to 3.51 and for severe pain is 1.82, with 95% confidence intervals
from .88 to 10.02 (Tr. 10305-086).

526. Dr. Sunshine also referred to two other studies of his own, both
of which compared the potency of Excedrin and aspirin, using post-
partum pain subjects and the Sunshine protocol (RX 166 and 168 for
identification). They were both rejected, but Dr. Sunshine was permit-
ted to refer to them in his answers to the ALJ’s questions regarding
the applicability of bioassays to moderate pain. The first, Hopper
Study (16H9) (RX 168 for identification) used 1, 2 and 4 tablets. The
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second, Gueria Study (10G1) (RX 166 for identification), used 2/3 of
a tablet, 2 and 6 tablets. Both used a modification of the statistical
technique used in Emich and Smith, and compared one dose of Exce-
drin and three dose levels of aspirin (Tr. 9643-45).

527. Dr. Sunshine conducted post hoc stratification analyses of the
Emich, Smith, Hopper and Gueria Studies in order to determine Exce-
drin’s relative potency for the moderate pain subset of the patient
samples and testified that every one of the four studies produced a
relative potency estimate of above 1 [139] for the moderate pain sub-
group. “1.5, 2, 4, depending on the study. There was variability. But
in each and every time, it was greater [than 1]. And . . . if you just
average it up, it was one-and-a-half times greater.” (Tr. 9784-85).

528. Although Dr. Sunshine’s above analyses are interesting, they
are of little value, for several reasons. First, setting aside several
objections to post hoc analyses of subset data, the size of the subset
of test patients and the moderate pain group in those studies was
clearly inadequate. Dr. Sunshine was emphatic that any subgroup
analysis of less than 30 would lead to. “distortion” and be incapable
of providing any “meaningful data.” (Tr. 9769-70). For example, he
agreed that the subsample size of less than 17 per treatment in the
Emich Study was inadequate for a valid or meaningful post hoc
stratification analysis of the uterine pain subgroup and suggested
that 30-50 would be reasonable (Tr. 9769-73). In the Emich Study, the
size of the moderate pain subsample was less than 15 (Tr. 9719). Dr.
Brown also testified that stratification analysis is not valid unless
each pain group contained enough subjects and different results
showed up (Tr. 5038-40). Further, the Emich Study excluded the mild
pain group and no analysis of that study for the mild pain patients
is possible. Further questions regarding the applicability of post-par-
tum pain studies to other types of pain have been noted (F. 374-79,
supra).

529. Dr. Laska introduced a novel analysis of the data generated by
the Smith and Emich Studies for the purpose of demonstrating the
magnitude of differences in the effectiveness of Excedrin and aspirin
(Laska, Tr. 10354-59). Dr. Laska in effect subtracted from the effect
level of both Excedrin and aspirin, the effect level of placebo in each
study for %SPID-5, and calculated the percentage difference in the
remaining effect between Excedrin and aspirin (Laska, Tr. 10358,
1044445, 10475, 10481-82; CX 900 (graph “e”’); CX 901). Applying the
novel analysis to the Emich Study, Dr. Laska concluded that Excedrin
added about 59% to the effectiveness of aspirin over and above what
is supplied by placebo (Laska, Tr. 10358; CX 901). Using the same
“Laska” formula, Dr. Laska calculated from the Smith Study that
Excedrin adds approximately 10% to the pain relieving effectiveness



174 FEDERAL TRADE COMMISSION DECISIONS

Initial Decision 102 F.T.C.

of aspirin over and above what is supplied by placebo (Laska, Tr.
10358-59; CX 900 (graph “e”); CX 901). The statistical significance of -
any of these purported differences is not shown.

530. Although complex statistical tests could be performed to test
the significance of these percentage differences, Dr. Laska agreed that
one could simply use the 95% confidence interval around the best
estimate of relative potency on “%SPID-5" to test statistical signifi-
cance of these percentage differences in effectiveness. If the 95%
confidence interval embraced 1.00, then the percentage difference in
comparative “%SPID-5” effectiveness of Excedrin and aspirin would
not be statistically [140] significant (Laska, Tr. 10468). Using this
method, since all estimates of relative potency in the Smith Study
have 95% confidence intervals that embrace 1.00 (F. 507-08, supra),
all measures of comparative effectiveness of Excedrin and aspirin
would not be statistically different at the .05 level. And of the four
relative potency estimates in Emich that Dr. Laska would use for this
purpose (Laska, Tr. 10440, 10487-88), only two have 95% confidence
intervals that do not embrace 1.00 (%SPID-5 and %SPID—4) (Laska,
Tr. 10468-69).

531. Nonparametric analysis takes into account repetitive events
which lead to the same general conclusion but none of which indepen-
dently supports a firm conclusion. A nonparametric analysis of Exce-
drin’s strength compared to aspirin addresses the question of how
many repeated trials show Excedrin with a relative potency greater
than 1. Pooling addresses the issue of the actual relative potency of
one treatment to another (Tr. 10189).

532. In nonparametric analysis, the frequency of results showing
relative potency estimate of above 1, is the determining factor. The
greater the frequency, the stronger the evidence showing the superi-
ority of one treatment over another (Tr. 10186).

533. BMRX 211 is a graphic representation of the nonparametric
analysis of the Emich and Smith Studies showing the estimates of
relative potency for each pain condition studied in those tests (indicat-
ed by dots), the overall estimate within each study for relative potency
(indicated by an X), and the confidence intervals around the estimate
of relative potency for each study (indicated by a solid vertical line).
BMRX 211B indicates the overall pooled estimate of Excedrin’s rela-
tive potency (indicated by a circled X) and the 95% confidence inter-
val around that estimate. BMRX 211B shows that Excedrin is
superior to aspirin (Tr. 10317).

533a. Nonparametric analysis essentially eyeballs the data gener-
ated by a number of studies and attempts to reach an overall observa-
tion regarding a general trend either favoring or disfavoring a
proposition.
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3. The Sherman Study on Experimentally
Induced Dental Pain (CX 439)

534. CX 439, entitled Comparison of the Effectiveness of Two
Analgesic Agents by Laboratory Testing, (“Sherman Study”), is the
report of an experimental pain study conducted in 1962 for Bristol-
Myers, which purported to compare the relative analgesic effective-
ness of 600 mg. of aspirin and two tablets of Excedrin on a double-
blind basis (CX 439D; Elvers, Tr. 10771). The Sherman Study presup-
poses a direct correlation between the clinical effectiveness of
analgesics and their ability to raise [141] the pain threshold in artifi-
cially induced pain, the level of pain intensity at which an experimen-
tal pain stimulus is perceived by a subject as first causing pain. In this
study, pain was induced by applying electrical shocks to the dental
pulp of a selected tooth of test subjects (CX 439N).
~ 535. The Sherman Study was authored by Drs. Harold Sherman,
Joseph E. Fiasconaro and Harry Grundfest (CX 439A). Dr. Sherman
was a dentist on the faculty of the dental school of Columbia Universi-
ty, and had some experience in clinical testing of anesthetics related
to dentistry. Dr. Fiasconaro was a dentist on the same faculty who
worked with Dr. Sherman in some of Dr. Sherman’s published works
in that field. Drs. Sherman and Fiasconaro conducted the experi-
ments. Dr. Grundfest, a respected Professor of neurology at Colum-
~ bia’s College of Physicians and Surgeons, provided neurological
assistance to the team (Elvers, Tr. 10761-62). When first approached
by Bristol-Myers in 1957, the experience and published work in the
area of drug testing of the Sherman-Fiasconaro team was limited to
studying the pain-threshold effects of local dental anesthetics by elec-
trical shock method (Elvers, Tr. 10761, 10763).

536. At that time, their methodology using electrical stimulation of
dental tooth pulp was incapable of evaluating the performance of
mild oral analgesics, which Dr. Elvers admitted was a “far more
challenging objective” (Elvers, Tr. 10763-64). After spending several
years to adapt their methodology and equipment for use in evaluating
mild analgesics, Drs. Sherman and Fiasconaro conducted the study
beginning in 1962 without Dr. Grundfest’s participaticn (Elvers, Tr.
10763-64, 10777). Before the testing of subjects began ir: the study, Dr.
Elvers (Bristol-Myers’ then Associate Medical Director) informed the
investigators that their study might be used to support advertising
claims (CX 445A, B). :

537. The test subjects in the Sherman Study were dental out-pa-
tients and were tested on a single treatment at each test session
(Elvers, Tr. 10772-73). At each test session a subject’s “baseline”
(premedication) pain threshold was determined by measuring the
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amount of electrical current necessary to elicit the first detectable
sensation of pain (i.e., pain threshold), on the basis of an average of
readings taken at five-minute intervals for a period of 20 to 40
minutes before the test drugs were given (Elvers, Tr. 10773).

538. Thereafter the test drug was administered and threshold read-
ings recorded at five-minute intervals for up to 70 minutes (Elvers, Tr.
10775). From these readings a “plateau” period was picked by the
investigator as the period of maximum post-treatment elevation of
~ the pain threshold, and an average measure of current flowing at the

plateau was recorded (Elvers, Tr. 10818). [142]

539. The ability of a test drug to raise the pain threshold was
measured in terms of a “percentage elevation of threshold,” that is,
the percentage increase in electrical current required to reach the
post-medication threshold “plateau” over the premedication “base-
line” threshold level (Elvers, Tr. 10818). '

540. At the conclusion of the study the mean average percentage
elevation of pain threshold achieved by a test drug by a subject was
calculated (CX 439P), and the average percentage elevation of pain
threshold achieved by Excedrin, aspirin and placebo across subjects
was determined (CX 439Q).

541. The test drugs used were two tablets of Excedrin, two tablets
of 300 mg. aspirin obtained from 4 commercial sources, and placebo
(CX 439G). Excedrin and aspirin tablets were left in their commercial
form (Elvers, Tr. 10771), except that, after the initial randomization
of treatments was completed, unmarked Excedrin (i.e, tablets with-
out the distinctive “E”) were substituted for one-third of the sched-
uled placebo treatments (Elvers, Tr. 10780). Therefore, there were
twice as many Excedrin treatments in the study as those for aspirin
or placebo (Evans, Tr. 6402; Elvers, Tr. 10814). All treatments were
sealed in coded envelopes, and the investigators were instructed to rip
open the envelopes and have the subjects swallow the enclosed tablets
without anyone looking at the tablets (Elvers, Tr. 10774-76).

542. During a “dry run” of the Sherman Study (without medica-
tion), approximately 30% of the initial population was eliminated
from further testing because of their reportedly erratic pain threshold
readings (CX 439C; Elvers, Tr. 10765-69). The authors of the Sherman
Study characterized the dropouts as “placebo reactors” and attribut-
ed the absence of placebo effect in their study to the exclusion of
placebo reactors (CX 439B-D).

543. The results of the Sherman Study, as reported in CX 439, are
as follows: In 65 tests on 14 subjects, Excedrin caused an average
elevation of the pain threshold of 15%, with different test subjects’
elevations ranging from 2 to 50%. In 48 tests on 15 subjects, the
aspirin brands used caused an average elevation of threshold of 2.7%,
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with different test subjects’ ranging from 0 to 12% (CX 439N). From
these results the authors concluded that they were able to “establish
clearly a difference in analgesic effectiveriess” between Excedrin and
aspirin (CX 439D) and that Excedrin is more effective than aspirin “in
elevating the threshold to electrical stimulation of the dental tooth
pulp” (CX 439L).

544. It is generally agreed among the students of analgesiology that
experimental pain studies measuring threshold effects are not reli-
able for the purpose of determining comparative performance of mild
analgesics in the relief of [143] pathological pain or pain in natural
state (F. 547-49, infra). In the Sherman Study the authors note that
“it is widely held (for references see Beecher, 1959, Lasagna, 1964)
that laboratory tests are unsuitable for characterizing the relative
effectiveness of analgesic agents” (CX 439B). They also noted, in an-
other pain threshold study using the dental pulp electrical shock
method published in 1963, that some investigators viewed experimen-
tal pain studies as “inaccurate to the point of being hopelessly useless,
both as far as offering theoretical insight and as a practical tool for
clinical application” (CX 439D; Tr. 10910).

545. In that 1963 article, Drs. Sherman, Fiasconaro and Grundfest
compared the threshold effects of codeine and aspirin and concluded
that 30 mg. codeine was 3 times more effective than 1800 mg. aspirin
(Tr. 10918). This finding is in sharp contrast with the results of clini-
cal pain studies (analgesic bioassays) by Drs. Kantor, Sunshine, Las-
ka, et al., and by Dr. Bloomfield, which suggest that 60 mg. codeine
is no more effective than 600 mg. aspirin and possibly too low a dosage
to produce reliable analgesia (Elvers, Tr. 10923-24). In CX 439, the
authors note that their earlier (1963) study using the same method
~ adopted in CX 439, was contradicted by the available clinical litera-
ture (CX 439B). In this connection, the Sherman Study reported the
peak effect for aspirin as occurring at 25-30 minutes (CX 439H), in
sharp contrast to the generally accepted aspirin peak effect time of
one to two hours based on bioassay studies (Beaver, Tr. 5945).

546. Pain induced by electrical shock on tooth pulp is a fast, jabbing
type of pain and is unlike most clinical pain, which is described as
dull, throbbing, aching and of much longer duration. Electrical stimu-
lation of tooth pulp has proven to be notoriously unreliable even
among experimental pain models (Evans, Tr. 6352, 6359, 6373-74).
Fast, jabbing pain involves different physiological mechanisms than
clinical pain (Evans, Tr. 6349, 6373-74). Other experimental methods
which more closely approximate clinical pain have been shown re-
sponsive to standard analgesics such as morphine. With all of their
" shortcomings, they are more appropriate analogs for clinical pain in



178 FEDERAL TRADE COMMISSION DECISIONS

Initial Decision 102 F.T.C.

the laboratory than the Sherman model (Evans, Tr. 6331, 6338, 6352,
6369, 6373-74).

547. Dr. Beecher, whom Dr. Elvers regards as “the leading man in
the field and sort of the father of experimental research and clinical
research as well” (Elvers, Tr. 10801), concluded in his treatise, Meas-
urement of Subjective Responses (1959), that although some workers -
believe it satisfactory, “in view of the remarkable inconclusiveness of
the method of electrical shocks to teeth in man . . . it is difficult to
accept work that depends upon this method and technique” (Elvers,
Tr. 11111). As late as 1978, Wolff, whom Dr. Elvers referred to as
“definitely a leader in experimental pain research” (Elvers, Tr.
10800), was [144] still attempting to develop a methodology which
would achieve reliable results with electrical stimulation of dental
tooth pulp (Elvers, Tr. 11084-88).

548. It has been suggested that the type of pain elicited by electrical
stimulation of dental tooth pulp might be unique to itself (Elvers, Tr.
11166). Dr. Mumford, a respected researcher, compared subject reac-
tions to real toothache and pain induced by electrieal stimulation of
tooth pulp, and concluded that “qualitative assessment” of the real
toothache “differed considerably” from the pain induced by electrical
stimulation (Elvers, Tr. 11163-64). ‘

549. In their 1963 article, Sherman, et al., recognized that experi-
mental models employing transient (“fast”) pain, and those employ-
ing dull, throbbing prolonged (“slow”) pain, produced
“qualitative[ly]” different kinds of pain, which involved different
“pain reporting pathways” in the body. They therefore cautioned that
analgesics found efficacious using their “fast” pain model “may be
more or less so for painful sensations elicited by other pathways”

(Elvers, Tr. 11156-57).

550. In CX 450, an earlier draft of the Sherman Study (CX 439), the

authors stated that “aspirin might conceivably be more effective
- [than Excedrin] in relieving other types of pain” than that induced by
electrical stimulation of dental tooth pulp (CX 450G). Dr. Elvers, then
Associate Medical Director of the Bristol-Myers Products Division,
instructed the authors to remove this statement from the report as
“gratuitous speculation” (CX 449D; Elvers, Tr. 11159). Nevertheless,
the authors still state in CX 439 that their results may be limited to
pain involving “pain reporting pathways” similar to those involving
electrically stimulated tooth pulp pain (CX 439L), clearly indicating
that they recognized the doubtful generalizability of results using a
transient pain model (Evans, Tr. 6409-10).

551. In any event, it is highly doubtful whether a study based on
pain threshold performance of an analgesic agent can provide any
meaningful conclusions about pain reduction. Certainly the Sherman
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Study did not (Evans, 'I'r. 6368). The pain threshold is a transient,
momentary point in the pain experience and is not a relevant point
in the measurement of clinical pain (Evans, Tr. 6472-73).

552. On the other hand, measurement of the suprathreshold point
at which pain is intolerable (tolerance level) has been shown to relia-
bly respond to standard test analgesics such as morphine, and more
closely correlates with the type of pain patients report in the clinic
(Evans, Tr. 6382-6385). Wolff, in a paper co-authored with Dr.
Thomas Kantor and Dr. Eugene Laska, noted in 1969 that “[1Jogically,
pain tolerance, being [145] suprathreshold pain, would seem a better
index of analgesic efficacy than pain threshold . ..” (Elvers, Tr. 11127).

553. The Sherman Study also failed to employ the appropriate
scientific procedure, the so-called “method of limits,” in determining
pain threshold. The “method of limits” averages the measurement of
the ascending threshold (the point where a pain stimulus, increasing
from sub-threshold intensity, is first detected as painful) and the
descending pain threshold (the point where a pain stimulus, decreas-
ing from supra-threshold intensity, is last detected as painful) in order
to correct for the tendency of test subjects to under- and over-shoot
actual pain threshold (Evans, Tr. 6377; Elvers, Tr. 11140). Wolff, a
highly reputable investigator (Elvers, Tr. 10800), measures both as-
cending and descending pain thresholds and pain tolerance in studies
using electrically induced dental tooth pulp pain (Elvers, Tr. 11145).

554. Sherman’s elimination of 30% of his original subject sample
because of reportedly erratic threshold readings (F. 542, supra) was
a totally unacceptable scientific procedure (Evans, Tr. 6395). Since
Sherman never gathered data on these subjects, there is no way of
knowing the effect their inclusion might have had on the results of
the study (Evans, Tr. 6395), nor the representativeness of the remain-
ing sample. Beecher suggested that elimination of persons with errat-
ic pain thresholds might leave a sample representative only of itself
(Elvers, Tr. 11199). Sherman’s inference that those subjects eliminat-
ed from the study were placebo reactors (CX 439B-C) was an untested
assumption (Evans, Tr. 6393-94), and there is no basis for believing
it correct (Evans, Tr. 6393-95). Dr. Laska expressed a similar conclu-
sion (Laska, Tr. 10493-94). Sherman also recognized that the attempt-
ed elimination of placebo reactors “raises the possibility of
‘tampering’ with the data” (CX 439C). One researcher, specifically
addressing the Sherman Study, suggested in a published article that
those eliminated from the Sherman Study as inferred placebo reac-
tors would actually have had lowered thresholds with the aspirin,
putting the study’s methodology in serious question, in light of aspi-
rin’s known effectiveness (Elvers, Tr. 11191-92). Also see FDA OTC
Analgesic Panel Report, CX 154, p. 35444.
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555. According to Dr. Evans, the zero response rate for placebo
reported in the Sherman Study may indicate a breakdown in double-
blinding, since the placebo response rate is known to be always above
zero in well-blinded studies (Evans, Tr. 6391). According to the Sher-
man data, placebo actually began to lower the threshold at precisely
the time (25 minutes) when other compounds were shown to elevate
it (CX 439K, S). The obvious explanation for lowering of pain thresh-
olds after administration of placebo is that the subjects were aware
of the identity of the test drugs, and when a placebo is given them,
responded more sensitively to pain (Evans, Tr. 6406). The fact that
Excedrin [146] and aspirin were left in their commercial form also
increases the possibility that the subjects may not have been success-
fully blinded. '

556. The raw data for CX 439 is replete with calculation errors
(Evans, Tr. 6398, 6402-03). Dr. Elvers agreed that about one-half of
Sherman’s calculations of percentage elevation of threshold had to be
corrected for reanalyses (Elvers, Tr. 11260). Moreover, prior to calcu-

_lation of baseline thresholds, Dr. Sherman discarded certain readings
on the raw data sheets without explanation (Evans, Tr. 6401).

557. Furthermore, the method by which Dr. Sherman selected data
points which he believed represented the “plateau” of post-medica-
tion elevation was never explained, varied from session to session, and
followed no discernible standard or rule (Evans, Tr. 6401-02). Bristol-
Myers attempted to address this problem in its reanalyses of underly-
ing data by the so-called “geometric mean peak ratio” technique (Elv-
ers, Tr. 10821; Mueller, Tr. 10092). However, as Dr. Elvers admitted,
the “geometric mean peak ratio” technique cannot distinguish be-
tween aberrant peak values and true threshold elevations and is not
found in the literature (Elvers, Tr. 11237). At any rate, Bristol-Myers’
reanalysis of the Sherman data disclosed the inability of the study to
differentiate aspirin from placebo at the .05 level of significance (RX
212A, 213A; Elvers, Tr. 11256).

558. The credibility of the Sherman study is placed in further doubt
by the extraordinarily high amounts of electric current recorded as
flowing through subjects at the point where pain threshold was
reached. According to the data, eight (8) of the fifteen (15) test subjects
required amounts of electricity as high as 800, 480, 117.5, 111, 82, 78,
57, and 56.5 microamps before reaching threshold pain (CX 886(a)).
The pain thresholds for dental tooth pulp in healthy teeth, as reported
in the literature, are normally reached at currents of 1.2 to 26 mi-
croamps (Elvers, Tr. 11212-13). Dr. Elvers’ opinion offered as possible
explanations for these abnormally high readings were largely based
on speculation (Elvers, Tr. 11217-94).

559. The record shows that Bristol-Myers’ subsequent attempt to
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replicate the Sherman Study (CX 439) was unsuccessful. Bristol-My-
ers employed Dr. Ozick, now associated with New York University
(Elvers, Tr. 10900-01), for this purpose. According to Dr. Elvers, the
study undertaken by Dr. Ozick for Bristol-Myers was ‘“initially com-
parable” to the Sherman Study (Elvers, Tr. 10897). Dr. Ozick was
unsuccessful in reproducing Dr. Sherman’s work using Sherman’s
methodology (Elvers, Tr. 10898-99), and eventually modified Sher-
man’s procedures and equipment “in the hope of replicating the Sher-
man type of study” (Elvers, Tr. 10899). Even after these modifications
by Ozick, the methodology and equipment were not capable of produc-
ing “the stability [Bristol-Myers] felt necessary for the study of [147]

- analgesics,” (Elvers, Tr. 12393). The Ozick Study was abandoned.
‘However, Dr. Elvers testified that Ozick “never set out to replicate the
study” (Elvers, Tr. 10900), but was merely trying to develop the meth-
od, equipment and competence “that would permit him to attempt a
replication of the Sherman Study . . . [and] in that attempt he failed”
(Elvers, Tr. 10900).

560. From the foregoing discussion of the Sherman Study (CX 439),
it is found that CX 439 may have some limited application to dental
pain threshold elevation, but it is unreliable for the purpose of com-
paring the effectiveness of aspirin and Excedrin in any other patho-
logical pain in the natural state.

D. It Has Not Been Scientifically Established That Speed Of Relief
Provided By Bufferin Is Significantly Greater Than That Provided
By Plain Aspirin

1. Claims of Faster Relief and Twice as Fast Rélief

561. As Bristol-Myers argued to the Federal Trade Commission in
its Comments on a Proposed Trade Regulation Rule on OTC Analges-
ics filed February 6, 1968, if “one wants to claim that [an] analgesic
acts faster on tension headache than some other preparation, one
should be required to prove that it acts faster, i.e., by interviewing
people under the proper conditions and finding out how soon the head-
ache goes away” (F. 375, supra; emphasis added).

562. In this proceeding, instead of presenting studies done on head-
ache, Bristol-Myers relied on an argument based on analogy by its
Medical Director to suggest that Bufferin’s onset of analgesic activity
occurs sooner than plain aspirin’s (Lanman, Tr. 11619-59). Bristol-
Myers’ argument in this regard is twofold: (1) that Bufferin is ab-
sorbed more rapidly than aspirin into the bloodstream, and (2) that,
therefore, Bufferin will start to relieve pain sooner than plain aspirin
(Lanman, Tr. 11635, 11658-59). In support of this argument, a num-
ber of “blood level” studies were offered and received. These studies
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report that Bufferin produces somewhat higher blood levels of hydro-
lized and unhydrolized aspirin than plain aspirin (Lanman, Tr. 11635
-58).

563. However, Bristol-Myers’ Medical Director, Dr. Lanman, once
expressed the same opinion offered by every independent expert who
addressed the issue in this proceeding and every expert Panel and
publication that has considered it (F. 592-601, infra). In an April 1969
memorandum, Dr. Lanman stated:

It is quite true that aspirin is absorbed more readily from Bufferin than from ordinary
aspirin tablets.. Unfortunately, it is a much [148] more difficult thing to correlate
clinical relief with Bufferin. In fact, we have no such correlation between clinical and
laboratory tests and the explanation is a very complex one. (CX 508)

564. In fact, as CX 508 states, no correlation between blood levels
of aspirin and onset, degree or duration of analgesia has been demon-
strated (F. 401, supra). Four of complaint counsel’s expert witnesses
were examined and cross-examined on this issue, and each of them
consistently held to the view that well-controlled clinical investiga-

“tion is the prerequisite in order to establish that one analgesic com-
pound relieves pain faster than another (Azarnoff, Tr. 9195, 9225;
Forrest, Tr. 8980, 8987-90, 9035, 9043-45; Moertel, Tr. 5800-06, 5817-
18, 5860; Beaver, Tr. 594748, 5951-52, 5957-58, 5961-64). In defense,
respondent offered the testimony of not one independent clinical
pharmacologist who supported its position. Only Dr. Lanman, an em-
ployee of Bristol-Myers for 19 years, was offered to present that posi-
tion, and Dr. Lanman’s opinion testimony concerning Bufferin’s
superiority in this proceeding is not consistent with his view submit-
ted to the FTC in 1969 (CX 508) (F. 563, supra).

565. The proposition that Bufferin provides higher blood (serum
concentration) levels of ASA, SA and TSA sooner than plain aspirin
is supported by a preponderance of credible evidence. Complaint
counsel have admitted that studies and tests submitted by Bristol-
Myers to the FTC reported that Bufferin is absorbed into the blood-
stream faster than aspirin (BMPF 60-107), and that the blood salicy- -
late level of Bufferin 10 minutes after ingestion and 20 minutes after
ingestion is in both instances twice as high as that of aspirin (BMF
114-144). )

566. The Stough Study that measured the total salicylate in the
blood at 0, 10, 20, 40, 120, 240 and 300 minutes after ingestion of
aspirin, Bufferin, Anacin and Bayer aspirin (Tr. 11633-34; CX
506Z405), shows that with incremental doses of aspirin there is an
incremental increase in blood level. Bufferin provided more aspirin
into the bloodstream at 10 minutes than 10 gr. Bayer aspirin, 13 gr.
Anacin or 10 gr. plain aspirin and provided more total salicylate at
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20 minutes than 10 gr. Bayer, 13 gr. Anacin and 20 gr. aspirin (CX
506Z413). ’

567. BMRX 157, a graph of the results of the Stough Study, depicts
the wide difference in blood level between the administration of 10
and 20 grains of aspirin (BMRX 157; Tr. 11633).

568. Both the Paul Study (CX 786) and the article published by Dr.
Sleight in the Lancet (a British medical journal) (CX 787) have shown
that the level of aspirin produced in the blood by Bufferin is twice that
produced by plain aspirin (Tr. 11635-[149] 36). Paul reported that the
Bufferin formula resulted “in at least a two-fold increase in the blood
salicylate levels. The ten-minute salicylate level following [Bufferin]
exceeds the twenty-minute salicylate level for ordinary aspirin. by
more than 20%. Furthermore, the salicylate level twenty minutes
after ingestion of [Bufferin] is almost 2-1/2 times the twenty minute
ordinary aspirin level.” (CX 786D).

569. CX 550, the Stanford Research Institute Study entitled “Clini-
cal and Statistical Studies of Blood Salicylate Levels” was a triple
crossover design studying St. Joseph aspirin, Bayer aspirin and Buff-
erin, all purchased on the open market, through analysis of blood
samples taken 0, 10, 20, 45, 90, 125 and 150 minutes after ingestion
(CX 550B; CX 550d). '

570. CX 550 found that after 10, 20 and 45 minutes, the subjects
given Bufferin showed significantly higher salicylic acid concentra-
tions in the blood than those given either St. Joseph or Bayer aspirin
(CX 550d). For example, after 20 minutes the concentrations of total
salicylic acid in the blood of subjects given Bufferin were from 68 to
100% higher than those given Bayer or St. Joseph aspirin (CX 550J).

571. The results of CX 550 corroborate the results of blood level
studies conducted in Bristol-Myers’ own research and development
laboratories (BMF 61-107, 114-133, 134-144) which show that Buffer-
in is absorbed more quickly (from 50-100% more salicylic acid within
the first 10 minutes and approximately twice as much after 20
minutes) than plain aspirin (CX 550K).

572. A second study by Stanford Research Institute entitled, “A
- Clinical and Statistical Study of Blood Salicylate Levels Following
The Ingestion of Two Preparations Containing Aspirin” (Tr. 11640~
41; CX 50621747177, Z405—414) was a double-blind randomized com-
parison of Bufferin and Bayer aspirin in which blood samples, drawn
at 0, 10, 20 and 40 minutes after ingestion, were analyzed for salicylic
acid (CX 506Z176). At all time periods Bufferin was found to have
statistically significantly higher blood levels than Bayer (59-64%
higher on the average), results which were consistent with the earlier
(CX 550) Stanford Research Study (CX 506Z176).

573.1n 1958 Dr. Paul, and during the period 1959 through 1968 Drs.
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Paul and Routh compared serum levels of Bayer with samples of
Bufferin and found that all of the Bufferin samples showed numerical
superiority of Bufferin to Bayer at 10 and 20 minutes after ingestion.
The numerical superiority of Bufferin to Bayer found in the 36 studies
were significant to p=.05 or less in 34 of the 36 studies with 31 having
a p value of .01 (CX 506N). And in 1958 Dr. Cronk found that the
addition of Di-Alminate® caused a similar enhancement in absorp-
tion of salicylate (CX 506M). [150]

574. Dr. Heimer at Seton Hall College of Medicine and Dentlstry,
found that Bufferin’s higher total salicylate levels (TSA) were statisti-
cally significantly higher than those for Bayer up to 120 minutes,
Bufferin’s free salicylate levels (FSA) were statistically significantly
higher than Bayer up to 45 minutes, and the differences between TSA
and free salicylate (FSA) was significantly higher for Bufferin at 10,
20 and 30 minutes (CX 506Q; BMRX 136; Tr. 11646-47; BMRX 177D;
Tr. 11657).

575. Komoda found in 1965 that Bufferin gave significantly higher
TSA levels than Bayer at 10, 20 and 30 minutes (CX 506Q).

576. In 1962, 1963, 1965, 1968, 1969, through measurement of TSA,
FSA and ASA, Bufferin was found to have been absorbed faster than
Bayer (CX 506Q-R). ,

577. Truitt and Morgan found the plasma salicylate concentration
for Bufferin “approximately twice as high” as for Bayer at 10, 15, 20
and 30 minutes with the differences being h1ghly significant at
p=.001 (CX 506R).

578. In 1958, Paul and Ruth reported in a study of 1 and 20 minute
blood levels for 1, 2 and 3 tablet (5, 10 and 15 grains) doses of Bufferin,
Anacin and Bayer that (1) blood levels increased with increasing
dosage and (2) Bufferin levels were far superior at each dosage (CX
5068S).

579. At 10 minutes the ASA level of plain aspirin is .5 mg/ml
compared to 3 mg/ml for Bufferin. At 20 minutes, the comparison is
1 mg/ml for plain aspirin and 3.5 mg/ml for Bufferin. Both of those
differences are statistically significantly in favor of Bufferin (Tr.
11649; BMRX 136A; CX 506R; footnote 67).

580. The ASA * "~od levels of Bufferin are significantly higher than
those for aspirin at 20 minutes (BMRX 136C; CX 506R, footnote 65;
Tr. 11651-52; 11652-53).

581. At both 10 and 20 minutes after ingestion, the ASA blood levels
of a 10 grain dose of Bufferin are significantly superior to those for
a 10 grain dose of aspirin (Tr. 11652-53; BMRX 136D; CX 506R,
footnote 66).

582. There is a twofold or larger increase in absorption rate for TSA
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comparing Bayer and Bufferin aspirin (Tr. 11654—55 CX 506M;
BMRX 177B; CX 523).

583. BMRX 177C, a graph based upon a study by Morgan and
Truitt, published in Vol. 54, No. 11 of the Journal of Pharmaceutical
Sciences, pp. 1640-46 (Nov. 1965) entitled “Evaluation of Acetylsalicy-
lic Acid Esterase in Aspirin Metabolism, Interspecies Comparison”
(CX 521A-H; CX 506R; footnote 72) shows that the observed TSA
concentrations of [151] Bufferin are higher than those for Bayer aspi-
rin (Tr. 11655-56; BMRX 177C): “[Tlhe aspirin blood levels of [Buffer-
in] exceed those of a plain aspirin at all of the time periods test[ed]
i.e, 10 20, 30, 45, 90 and 240 minutes***. These higher ASA blood
levels were comparable with previously reported plasma salicylate
levels for [Bufferin].” (CX 521G).

584. Dr. Beaver testified that it is unknown whether the unhydrol-
ized aspirin (ASA) or the salicylate (SA) or some combination of the
two is, when in solution in the blood, responsible for analgesic activity
(Tr. 5942-53). However, there are some studies (one by Dr. Lasagna
and one by Dr. Houde) (Tr. 5977) that indicate that aspirin (ASA) is
about 1.5 times as potent an analgesic as an equivalent amount of
salicylate (SA) (Tr. 5976-77).

585. Dr. Azarnoff testified that both ASA and SA are active princi-
ples, that they have different potencies (Tr. 9108) and that ASA is the
more active (Tr. 9193). And Dr. Forrest testified that the state of the
art is that the active metabolite in aspirin is ASA (Tr. 9025-27).

586. Dr. Levy, one of the foremost experts in pharmacokinetics
wrote, in an article entitled “Aspirin: Absorption Rate and Analgesic
Effect,” published in Anesthesia and Analgesia, November - Decem-
ber 1965:

There is considerable evidence that aspirin (ASA) is a more effective analgesic than
salicylic acid (SA), both in man and in animals. Aspirin in the body is hydrolized rapidly
to salicylic acid, and it has been found that oral administration of this drug in rapidly
absorbable form (aspirin solution) results in higher and earlier maximum blood levels
of unhydrolyzed aspirin than are obtained after administration of aspirin in a more
slowly absorbed form (compressed tablets). (Tr. 1161-62).

586a. Dr. Beaver testified that unhydrolized aspirin (ASA) peaks
before one-half hour after ingestion and is rapidly eliminated or bio-
transformed into salicylate or some combination of ASA and SA (Tr.
5946).

587. Total salicylate (TSA) can be measured by measuring either
the sum of unhydrolized acetylsalicylic acid (ASA) plus salicylic acid
(SA) or by allowing all ASA to hydrolyze and measuring it as SA. The
hydrolysis of ASA can be inhibited—to allow measurement of ASA,
TSA or SA (Tr. 9236-38).
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588. Whether ASA or SA is the active or more active moiety that
produces analgesic effect, the studies cited hereinabove [152] show
that Bufferin produces higher blood levels of them sooner than plain
aspirin. “There is clear experimental evidence based upon well de-
signed blood level studies which substantiate the claim that buffered
aspirin is more rapidly absorbed than plain aspirin (Refs. 1-3 [citing
Bristol-Myers blood level data. See BMRX 234; CX 514, p. 35481])).
Comparisons of the most commonly used plain and buffered aspirin
show that salicylate blood levels are twice as high in the first ten to
twenty minutes for the buffered aspirin product compared to regular
aspirin. It can be shown that the differences in plasma levels in the
first twenty minutes correlate quite well with the amount of drug
absorbed (Ref. 4).” ‘

589. Dr. Levy in his article (F. 586, supra) stated:

- Differences in gastrointestinal absorption rate have a pronounced effect on the magni-
tude and time of occurrence of maximum drug levels in the body in the case of drugs
(such as aspirin) which are rapidly metabolized and/or excreted. Consequently, absorp-
tion rate can affect the onset, intensity, and duration of pharmocologic effects if the
latter are related to the magnitude of drug levels in the body. Since the absorption rate
of drugs administered in tablets can be modified appreciably by the pharmaceutic
properties of the tablets, differences in tablet formulation may modify markedly the
pharmacologic effect of many drugs. (Tr. 11686-87; emphasis added).

590. It is generally agreed among clinical pharmacologists that the
limiting factor governing aspirin’s absorption rate is the dissolution
rate of the dosage form (tablet) and that the method of formulation
can significantly affect a tablet’s dissolution rate apart from buffer-
ing. ,
591. The FDA Analgesic Panel corroborates that view and recom-
mended a standard dissolution test procedure for buffered analgesic
products.

From the available data, the Panel finds that simply adding buffering agents to
aspirin does not generate an increased dissolution rate over unbuffered aspirin. Impor-
tant factors appear to be the type of buffering agent used and other undefined factors,
e.g., tablet compression during manufacturing, etc. . . . For this reason, actual testing
of the dissolution rate of buffered aspirin products is necessary to determine if the
buffering agent actually [153] does affect the dissolution rate of the aspirin products
and to what extent.

Also, the Panel notes that an adequately buffered aspirin product may not have an
advantage over a well-formulated unbuffered product. In some studies, unbuffered

.aspirin performs as well as buffered aspirin products (CX 514, p. 35375; also see pp.
35469-70).

592. While Dr. Forrest agreed with the FDA Analgesic Panel that
“The basic problem is that there are no well-controlled clinical studies
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that unequivocally prove or disprove that these differences in absorp-
tion will result in clinically importdant differences in the onset, inten-
sity or incidence of relief of pain or fever,” (Tr. 9024-25; CX 514, p.
35480) he testified that the extrapolation of blood levels to drug’s
anticipated effect is a “very rational one” and is used in other field
where there is “objective measures of what is happening.” And “the
big problem for us here is the subjective nature of this whole problem
of pain and pain relief.”
593. Dr. Forrest agreed with the Panel’s statement that:

If the blood level time curves were superimposable, it would be reasonable, based on
all known studies, to assume that the formulations would have equal onset, duration
and intensity of pharmacological effects. However, if one product were substantially
more rapidly absorbed than the other, one cannot conclude that there is necessarily a
corresponding difference in onset of effect. The mathematical relationship between
changes in blood levels and corresponding changes in onset, or intensity of analgesia
response is not presently known for aspirin. (Tr. 9025-27, 9028; CX 514, p. 35373),

594. Dr. Forrest also testified that the blood level curves for aspirin
and Bufferin could not be superimposed without moving the baseline
onset point (Tr. 9034-35). He further testified that Bufferin’s more
rapid early absorption could make the onset of pain relief later or
earlier, but that the hypothesis of Bufferin’s earlier onset is interest-
ing and possibly correct (Tr. 9036).

595. Dr. Beaver did not claim that there was no relatlonshlp be-
tween Bufferin’s higher blood levels and increased clinical pain relief
but only that blood level does not correlate “nicely” or that the corre-
lation is not “simple” or “direct” or that blood levels “may not in any
tidy way mirror” clinical effect (Tr. 5952). [154]

596. The FDA OTC Analgesic Panel’s conclusion with respect to
drug blood levels corroborates the expert opinions reviewed above.
The Panel states:

Aspirin is commonly used as a standard analgesic drug for comparison with other .
drugs in which assays of blood levels are made rather than direct measurements of the
analgesic effectiveness of these agents. The Panel has evaluated this technique and
concludes that there is inadequate evidence that the amount of drug in the blood
correlates directly with clinical analgesia. The Panel emphasizes that this is not to say
that a relationship between blood levels and clinical response does not exist, but rather
that the relationship is complex and not presently understood. However, the Panel does
recognize that an important value of drug blood level determinations is that they do
give an indication of comparative dissolution rates. . . .

The Panel recognizes that the drug labeling related to the onset, intensity and
duration of pharmacologic effects can influence the consumer’s selection of a product
that can find no convincing evidence to support labeling claims which suggest a faster
onset of effectiveness . . . There is also no direct evidence available to the Panel which
suggests a greater intensity of analgesia for comparable products . . .
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... [Slome buffered aspirins are somewhat more rapidly absorbed from the gastrointes-
tinal tract than unbuffered aspirin and might also be expected to show earlier higher
salicylate blood levels. However, the Panel is unaware of any data that demonstrate
that buffered aspirin provides a more rapid onset, a greater peak intensity or a more
prolonged duration of analgesic effectiveness than unbuffered aspirin. (CX 514 at
35378).

597. The FDA Panel placed Bufferin’s “faster” claims in Category
III. The Panel reached these conclusions after reviewing voluminous
submissions. from Bristol-Myers, which included the same materials
and arguments Bristol-Myers has raised in this proceeding (CX 506;
Tr. 12115-16, 11443-45, 11469-70, 11630-31, 11640, 11644-47, 11649,
11651-58). [155]

598. The AMA Drug Evaluations (2d ed. 1973) also corroborates
those views:

... It has been suggested that the analgesic effect of aspirin is related to blood levels
of acetylsalicylate rather than salicylate; however, it has not been possible to correlate
these blood levels with the degree of analgesia in man. (CX 512, p. 261.)

599. Dr. Beaver wrote to AMA’s Dr. Lewis in connection with the
AMA drug evaluations, “Bufferin does have a somewhat higher disso-
lution and absorption rate than plain aspirin, but results of controlled
studies have not conclusively demonstrated that the use of these
mixtures results in fact to onset of greater or longer analgesic effect
or less gastric upset than plain aspirin.” (Tr. 4239).

600. Dr. Lewis testified that, although there is some correlation
between blood levels and analgesia in some situations, studies have
not conclusively demonstrated that Bufferin has faster onset, greater
or longer action or less stomach upset (Tr. 4254-56).

601. The Medical Letter’sduly 5, 1974 issued entitled “Is All Aspirin
Alike?” provides further corroboration of the above views. Regarding
buffered aspirin tablets, it states in part:

***It has never been established in patients with painful conditions . . . that there is
a difference between buffered and unbuffered aspirin in time of onset of analgesia,
duration or degree of relief of pain, or incidence of gastrointestinal distress. (CX 510A-
B).

602. The FDA Analgesic Panel seems to be using the word “correla-
tion” in terms of a mathematical, that is statistical, relationship be-
tween blood level and analgesic effect (Tr. 9038). The Panel states:

While current studies have failed to show a direct one-to-one correlation between
plasma levels of an analgesic drug and pharmacologic response, there is some evidence
that a complex nonlinear relationship between these two variables undoubtedly does
exist and involves nonlinear complex functions and time lags. . . . There are known
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relationships between dose and plasma concentration (also nonlinear). It follows logi-
cally and mathe[156]matically that some expression does exist and recent advances in
computer assisted pharmacokinetic modeling, analytical methodology and analgesic
testing will probably allow elucidation of this function in the future. When an insensi-
tive test does not show clear differences between two products it can only be said that
present insensitive methods cannot determine a difference between the two. In the
absence of other evidence, no means of validating claims are available. (CX 514, pp.
35480-81).

603. Dr. Beaver testified that due to technical difficulties there have
been unsuccessful attempts to correlate actual clinical effect with
blood salicylate levels by simultaneous collation of blood samples and
measurements of analgesia (Tr. 5957).

604. Blood level studies are quite sensitive and can pick up small
differences in blood level (Tr. 9053-54).

605. In order for there to be pharmacological action, the active
principles of the drug must reach the site of action and in order to do
so, must first get into the blood (Tr. 9038-39).

606. Bufferin puts unhydrolyzed aspirin and salicylate at given
levels into the bloodstream faster than aspirin and it is reasonable to
suspect and unreasonable to preclude the possibility that the dosage
form that got into the bloodstream sooner (Bufferin) will produce
clinical effect sooner (Beaver, Tr. 5955), since once into the blood,
there is no pharmacological or physiological difference between plain
aspirin and the aspirin from Bufferin (Beaver, Tr. 6063).

607. Dr. Azarnoff does not doubt that before pain relief can occur,
sufficient quantities of pain reliever (aspirin, the active principle in
Bufferin or Excedrin) must reach the receptor site in the sufficient
amount to trigger the onset of pain relief (Tr. 9203-04) and that in
order for the active principle of pain reliever to teach the receptor site
it must get into the blood and reach the receptor site via the blood
stream (Tr. 9204).

608. A later appearance of active principles in the blood stream
suggests, but does not necessarily prove, later onset of pain relief
(Azarnoff, Tr. 9205). Similarly, earlier appearance of active principles
in the blood stream suggest, but does not necessarily prove, earlier
onset of pain relief.

609. The NAS/NRC Panel agreed that the Bristol-Myers submis-
sion and the published literature made a very good case that Bufferin
1s’ absorbed to some degree more rapidly than plain [157] aspirin
tablets (Tr. 5947-48). Dr. Beaver, a member of the Panel, refused to
accept Bufferin’s claims of faster relief because of a lack of substantial
evidence, by which he meant clinical evidence from controlled
analgesic studies (Tr. 6043).

610. Dr. Moertel, a clinical pharmacologlst indicated that absorp-
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tion, excretion, metabolism, and various other factors all play a role
in the onset of pain relief vis-a-vis blood levels, and that for this reason
Bristol-Myers’ argument cannot be accepted as a substitute for the
ultimate test of clinical trial (Moertel, Tr. 5803-05). Dr. Azarnoff, the
only expert in pharmacokinetics who testified in this proceeding,
stated that no conclusions can be drawn from blood level studies
regarding a buffered product’s speed in relieving pain (Azarnoff, Tr.
9195). If one desires to show faster pain relief, one would have to
conduct a therapeutic trial (i.e., a clinical study) of the drugs in 