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views to you, and respectfully request that they be P
made a part of the record in this matter. . S

Very truly yours,

USV' PHARMAGEUT ICAL CORPORATION

Herbert H. McBade, Jr.
President :
Chief Operating Officer

HHMcD, Jt. /mem

56-592 O - 75 - pt, 28 - 14
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SeLECT COMMITTEE ON SMALL BUSINESS
(CREATED PURSUANT TO 8, RRS. 19 , BIST CONGNESE)
WASHINGTON, D.C. 20510

April 1, 1975

The Honorable ‘Alexander M. Schmidt
Commissioner :

Food and Drug Administration
Washington, D. C.

Dear Mr, Commissioners:

During your testimony before our Nonopoly
Subcommittee on January 29, 1975 Mr, Hutt stated that
the Department of Justice declined to file at least
seven criminal cases that the FDA forwarded to then
for prosecution on false advertising issues.

In this connection, I should be extremely
grateful if you would supply the Subcommittee with
the names of the firms, dates, producte involved,
FDA's letters of transmittal and the response of the
Department of Justice to FDA in each of these cases
28 well as for other cases which Mr. Hutt may not
have been aware of,

Kindest personal regards.

8incerely,

Gaylord Nelson
Chairman
Monopoly Subconmittee
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MARYLAND 20852

APR 10 1975

Honorable Gaylord Nelson

Chatrman, Monopoly Subcommittee
Select Committee on Small Bus1ness
United States Senate

Washington, D.C. 20510

Dear Senator Nelson:

Thank you for your April 1 letter to Commissioner Schmidt requesting
information concerning certain criminal cases involving false
advertising charges forwarded to the Department of Justice by the-
Foo? ?nd Drug Administration which that Department has decided not
to file

We have begun a review of our files to assemble the information. you
requested and will supply you with an answer in the near future. -

&f we can be of any assistance in.any other way, please let us
now, .

" Sincerely yours,

e N C L //é

Robert C. Wetherell, Jr., Directo
Office of Legislative Services
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CHAYET AND SONNENREICH, P. C.
ATTORNEYS AT LAW
& FAYETTE STREET
BOSTON, MASSACHUSETTS 02116

ElL L. \Y E" —_—
MICHAZL A. SONNENREICH WASHINGTON OFFICE
(&17) as7-oz02 WATERGATE 600, SUITE 720
MICHAEL X.MORRELL 600 NEW HAMPSHIRE AVENUE,N. W.
HARVEY W. FREISHTAT WASHINGTON, D. €, 20037
MARIEN E. EVANS February 14, 1975 3 2

(202) 968-4180
*NOT ADMITTED IN MABSACHUSETTS .

Senator Gaylord Nelson
Senate O0ffice Building
Washington, D.C.

Dear Senator Nelson:

I am enclosing for your information a letter
which I sent to Doctor Schmidt shortly after my testi-
mony before you. It is my hope that in accordance with
this letter some reasonable conclusion to this dispute will
be forthcoming.

I understand that hearings will be held again
before your Subcommittee at which the FDA will be present.
I am requesting at this time an opportunity to testify at
that session so that the proper balance can once again be
provided to the Subcommittee deliberations.

Thank you for your continued attention to this
matter.

Ty l}r yours,

Nqil I\) Chayet

NLC :GF
Enc.
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CHAYET AND SONNENREICH, P. C.
ATTORNEYS AT LAW B
6 FAYETTE STREET
BOSTON, MASSACHUSETTS 0z2i1l6

NEIL L, CHAYET WASHINGTON OFFICE |
MICHAEL R. SONNENREICH (e17) 357-0202 WATERGATE 800, SUITE 720
_— 600 NEW HAMPSHIRE AVENUE,N. W,

MICHARL X, MORRELL" SHINGTON, D. !
HARVEY W. PREVGHTAT February 11, 1975 WASHINGTON, O- €. 20037
{202) Ses-4180

NOT ADMITTED 1N MASSACHUSETTS : ;

Dr. Alexander Schmidt, Commissioner )

Food and Drug Administration

Department of Health, Education and Welfare |
5600 Fishers Lane i
Rockville, Maryland 20852 :

Dear Dr. Schmidt:

It is my understanding that additional hearings are to be
held later this month on the subject of oral hypoglycemic drugs before
the Subcommittee on Monopoly, chaired by Senator Gaylord Nelson. It is
my further understanding that the Food and Drug Administration will be
asked to provide testimony at this hearing. I would suggest a meeting !
between my client and FDA officials to discuss in detail proposed label-:
ing changes by FDA and to determine whether there now exists labeling :
acceptable to both sides.. It is my belief that more can be accomplished:
at an informal meeting than in testimony before congressional committees
and protracted legal proceedings.

Your testimony on September 20, 1974, indicated that there |
exists substantial controversy with regard to oral hypoglycemic drugs.
You stated: " I have personally talked with many diabetologists around
the country, and I am sure you know of the degree of controversy that |
yet remains about the UGDP Study. If that has not been brought up before
the Committee, I think it really should be because many 'experts®' do
publicly attack the UGDP study."

' I would also like to note the following portion of Mr. Hutt's
testimony that same day: "We must then stand upon the scientific basis !
for our decision....That is why in part we are waiting for the Biometric
Society veport as well as amending our regulation Section 1.3, to which the
Commissioner has already averted, to settle the legal issue that was also
involved in the case.” ;

The hope was expressed by both you and Mr. Hutt that the
Biometric Society study would settle this mattér. Although we have had
only a brief period of time to review this study, I am authorized by my
clients to inform you that, despite Dr. Chalmers’ editorial entitled '
"Settling the UGDP Controversy," the controversy is in fact not settled.
It is doubtful whether any single review of the UGDP study could settle .
the fundamental. questions which have resulted in the controversy concerning
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this study. What is needed is a new prospective study or studies to
resolve the issues raised regarding oral hypoglycemics, coupled with
immediate, balanced labeling reflecting the controversy.

The Committee on the Care of the Diabetic intends to pursue,
through the National Institutes of Health, access to the raw data of the
UGDP Study and further to continug its opposition to the proposed amend-
ment of Regulation 1,3, as expressed in comments which we filed relative

to this regulation.

I would like to call your\ attention to the fact that one
of the most fruitful aspects of this matter which has continued these
many years was the meeting held with FDA officials in October 1973. At
that meeting I felt that real progress was made in achieving labeling
acceptable to all parties engaged in. this controversy. I am enclosing a
draft of this labeling prepared by the Committee on the .Care of the
bDiabetic and request that all parties meet once again at. the FDA to
further discuss this matter, ;

/ i

We offer our full cooperation in continuing the dialogue
between the FDA and the. Committee on. the Care of the Diabetic which
will result in new fairly balanced labeling which reflects the current
scientific status which we feel, and have felt, is urgently needed.

Very truly yours,

Neil L. Chayet

NLC :GF
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o - U.8. SENATE, Lk
‘ SELECT COMMITTEE ON SMALL BUSINESS; - 1
: Washington, D.C., May 27, 1975.
NeL L. CHAYET, Bsq., :
Chayet and Sonnenreich, P.C. o ) ’
Boston, Mass. :

DeAR MR. CHAYET: This is in response to your. letter of February 14, 1975
accompanied by your correspondence with Commissioner Schmidt of the Food
and Drug Administration, as well as your prior phone request to me. f

It is true that our Monopoly Subcommittee plans ‘to hold anotber hearing on
the oral hypoglycemic drugs, at which time the FDA will testify on labeling
changes. Although your request to appear once again before the Subcommittee
is appreciated, this will not be necessary since your position is already part of
the hearing transcript. However, should you desire to place additional material
into the record following the final testimony of the FDA, you may do so.

In the meantime, I should be extremely grateful if you would &end us d
complete list of members (and their addresses) of the Committee on the Care
of the Diabetie, the organization you represent. : : |

Your continued interest in the work of our Subcommittee is appreciated. |

Sincerely, o ) . :
’ BENJAMIN GORDON, :
Staff Bcononvist. |

CHAYET AND SONNENREICH, P. C,, f
ATTORNEYS AT LAW,
Boston, Mass., July 10, 1975. |
MR. BENJAMIN GORDON, ?
Staff Economist,
U. 8. Senate,
Select Committee on Small Business, -
Washington, D.O. - : i : :
DEAR M. Gorpoi : I am in receipt of your recent letter referring the request
of the Committee on the Care of the Diabetic (CCD) to testify before the
Monopoly Subcommittee in the hearings held this week relative to labeling of
oral hypoglycemic drugs. !
As you know, CCD has been involved in the labeling controversy for several
years, appearing before administrative, legislative, and judicial bodies, From
the list of witnesses who appeared before the subcommittee, it would appear
that the testimony offered this week represented only one side of the controversy.
Particularly in view of very recent developments in the controversy, i.e. the
FDA’s proposed relabeling of the drugs (Federal Register, Vol 40, No. 130,
pp 28582-28595), CCD regrets not having been permitted to testify, as its testi-
mony could have availed the Subcommittee of a more balanced view of the
issues. ) . |
I am enclosinig, per your request, a‘list of CCD members, Kindly include this
letter on the record of the proceedings. : : : : !
Very truly yours, : . ) I
NeIL L. CHAYET:
Enclosure, - ‘ : ’ ‘ i
Frank N. Allan, Chairman Emeritus, Medical Department, Lahey Clinic, 44
Barnstable Road, West Newton, Massachusetts 02165. v ;
Seymour Alterman, M.D., 1688 Meridan Avenue, Miami Beach, Florida 83139.
Shepard G. Aronson, M.D., 150 East 56th Street, New York, N. Y. 10022. :
James B, Ashmore, M.D., Professor of Pharmacology, Indiana University School
of Medicine, Indianapolis, Indiana. ) i
Donald M. Barnard, M.D., Fargo Clinic, Fargo, N.D. .
Donald Barnett, M.D., Joslin Clinic, 15 Joslin Road, Boston, Massachusetts
02215. : : i
Samuel B. Beaser, M.D., 31 Bay State Road, Boston, Massachusetts. :
Lewis H. Biben, M.D., 618 Medical Science- Building, 916 Nineteenth' Street,
N.W., Washington, D. C. 20008. v - :
Keith Borden, M.D., Chief, Diabetes Products, The Upjohn Company, Kalamazoo,
Michigan 49001. ) v
Angela Bowen, M.D., 1015 West 4th Street, Olympia, Washington 98501.
Robert F. Bradley, M.D., Medical Director, Joslin Clinie, 15 Joslin Road, Boston,
Massachusetts 02215. i
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George Brown, M.D., 2021 Grand Concourse, Bronx, New York 10453.

R. A. Camerini-Davalos, M.D., Associate Professor in’ Medicine, New York Medi-
cal College, Flower and Fifth Avenue Hospitals, 1249 Fifth Avenue, New
York, New York 10029. ‘ :

John J. Canary, M.D., Director, Division of Endocrinology and Metabolic
Disease, Georgetown University Hospital, 3800 Reservoir Road, N.W.,

. Washington, D. C. 20007. ‘

William Castelli, M.D., Department of Preventive Medicine, Harvard Medical -
School, Longwood Avenue, Boston, Massachusetts 02115, . B

David R. Challoner, M.D., Associate Professor, Assistant Chairman, Department
of Medicine; Indiana University School of Medicine, Indianapolis, Indiana.

Mr., Neil Chayet, 461 East 57th Street, New York, N.Y. L

John W. Chriss, M.D., Medical Center, 2436 Morgan Street, Corpus Christi,
‘Texas. . .

A. Richard Christlieb, M.D., Joslin Clinic, 15 Joslin Road, Boston, Massachu-

setts’ 02215,

Burton D. Cohen, M.D., Chief, Section of Metabolism, The Bronx Hospital, 1276
Fulton Avenue, Bronx, New York 10456. )

Daniel T. Coughlin, Director Government Affairs, The Upjohn Company, Suite
904, ‘1101 Seventeenth Street, N.W., Washington, D.C., 20036.

DeWitt E. DeLawter, M,D., 500 Prospect Place, Chevy Chase, Maryland.

Harold L. Dobson, M.D., Herman Hospital, Texas Medical Center, 1203 Ross
Sterling Avenue, Houston, Texas 77025,

Henry Dolger, M.D.; 11 East 86th Street, New York, New York 10028,

Arthur H. Dube, M.D., Associate Professor of Clinical Medicine, Upstate Medical
Center, Syracuse, New. York. :

Sigmund: Falk, M.D., Chief, Diabetes Clinic, 15 West 11th Street, New York,
New York 10014.

Alvan R. Feinstein, M.D., Professor of Medicine & Epidemiology, Yale Univer-
sity Medical School, New Haven, Connecticut.

Leonard Felder, M.D., 26 Fifth Avenue, New York, New York 10011.

Robert Feldman, M.D., Director of Metabolic Research, Kaiser Permanente
Medical Foundation, 280 West MecArthur Boulevard; Oakland, California

11

94611.

Philip W. Felts, M.D., Assistant Professor of Medicine, Vanderbilt University
School of Medicine, Nashville, Tennessee. T

B. Dag Ferguson, M.D., Joslin Clinic, 15 Joslin Road, Boston, Massachusetts

02215, E . :

Peter H. Forsham, M.D., Chief of Bndocrinology, Professor, Department of
Medicine, University of California Medical Center, San Franciseo, Cali-

. fornia 94122, .

Daniel Foster, M.D., Associate Professor of Internal Medicine, University of
Texas, Southwestern Medical School, 5323 Harry Hines Blvd., Dallas,
Texas 75285. - ) o

Adolph Friedman, M.D., 1712 Eye Street, N.W., Washington, D. C. 20008.

Gerald J. Friedman, M.D., 850 Park Avenue, New York, New York.

Richard L. Fulton, M.D., 1211 Dublin Road, Columbus, Ohio."

Edward J. Gallagher, M.D., 10090 Main Street, Fairfax, Virginia..

BEdwin 'W. Gates, M.D., 625 Sixth Street, Niagara Falls, New York 14301.

H. Howard Goldstein, M.D., Joslin Clinic, 15 Joslin Road, Boston, Massachusetts

. 02215, ; . .

George Goodkin, M.D.,- Senjor Associate: Medical Director, The Equitable Life
Assurance Society of the United States, 1285 Avenue of the Americas, New
York, New York 10019. -~ )

Irving Graef, M.D., 791 Park Avenue, New York, New York.

Charles A. Graham, M.D., Joslin Clinie, 15 Joslin Road, Boston, Massachusetts
02215, .

Robert C. Green, Jr.,, M.D., 230 W. Boscawen Street, Winchester, Virginia 22601.

Barnett Greenhouse, M.D., 129 Whitney Ave., New Haven, Conn.

Richard D. Grimaldi, M.D., Director of Diabetes, Bellevue Maternity Hospital,

- P. 0. Box 1030, Stop 11 Troy Road, Schenectady, New -York 12301,

William B. Hadley, M.D., Joslin Clinic, 15 Joslin' Road, Boston, Massachusetts
02215. . . : L . Cod

Robert R. Hare, M.D., 2250 N. W. Flanders, Portland, Oregon 97207.

BEdgar A, Haunz, M.D., Professor and Chairman, Department of Medicine, Uni-

~versity of North Dakota, Grand Forks, North Dakota 58201. n
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Richard D. Hohl, M.D., Associate Physician, Division of Metabolic Diseases,
Henry Ford Hospital, 2799 Grand Boulevard W., Detroit, Michigan 48202. |
H. Morris Horn, M.D. FACP, Texas Diabetis Assoc.; 3484 Swiss Ave., Suite 805,
Dallas, Texas 75204. : : !
Jesse D. Ibarra, Jr., M.D,, Scott & White Clinic, Temple, Texas 76501. :
W. P. U. Jackson, M.D., Dept. of Medicine, University of Medicine, University of
. Cape Town Observatory, Cape Town, SOUTH AFRICA. :
Wyman E. Jacobson, M.D., Section on Endocrinology and Diabetes, St. Louis
ggﬁ:s Medical Center, 4959 Hxcelsior Boulevard, Minneapolis, Minnesota
George M. Jones, M.D., Past President, Texas Diabetes Assoc., Clinical Profes-
sor of Internal Medicine, Southwestern Medical College of the University
of Texas, Dallas, Texas. . ‘
William R. Jordan, M.D., 1631 Monument Avenue, Richmond, Virginia 23220.
Allen P. Joslin, M.D., Joslin Clinie, 15 Joslin Road, Boston, Massachusetts 02215.
Miles Kahan, M.D., 2405 Avenue P, Brooklyn, New York 11299. i
Dorothy Kahkonen, M.D., Associate Physician, Division of Metabolic Diseases,
Henry Ford Hospital, 2799 Grand Boulevard W., Detroit, Michigan 48202.
W. B. Kannel, M.D., Framingham Heart Study, 123 Lincoln Street, Framingham,
Massachusetts 01701. i
Norman M. Kaplan, M.D., Associate Professor of Internal Medicine, University
of Texas Southwestern Medical School, 5328 Harry Hines Blvd., Dallas,
Texas 73235. : : ‘ s
George A. Kaufman, M.D., 888 Grand Concourse, Bronx, New" York. ;
Mr. Terry G. Kelley, Public Relations Associate, The Upjohn Company, Kala-~
mazoo, Michigan 49001. :
Mavi';7 012’. Kelsey, M.D., Kelsey-Seybold Clinic," 6624 Fannin, Houston, Texas
5. !
M. H. Kolodny, M.D., 1020 Park Avenue, New York, New York. - . ;
Georgzem% Kozak, M.D., Joslin Clinie, 15 Joslin Road; Boston, Magsachusetts
. |
Leo P. Krall, M.D., Director of Education, Joslin Diabetes Foundation, 16
Joslin Road, Boston, Massachusetts 02215. :
Bernard T. Kravitz, M.D., Montefiore Hospital Medical Group, 3444 Kossuth
Avenue, Bronx, New York 10467. : : ,
Arthur Krosnick, M.D., Coordinator Diabetes, Endocrine and Metabolic Digease
Program, Division of Chronic Illness Control, Department of Health, P.O.
Box 1540, John Fitch Plaza, Trenton, New Jersey 08625. .
William Kurstin, M.D., 618 Medical Science Building, 916 Nineteenth Street,
N.W., Washington, D. €. 20006. : : |
Thomas H. Lambert, M.D., Scripps Clinic and Research Foundation, 476 Pros-
pect Street, La Jolla, California 92037.
Richard L. Landau, M.D., Professor of Medicine, Head of Endocrinology Sec-
tion, University of Chicago, Chicago, Illinois 60637. :
Ira J. Laufer, M.D., 45 Gramercy Park North, New York, New York 10010.
Louis Lasagna, M.D., Department of Medicine, Strong Memorial Hospital, Crit-
tenden Boulevard, Rochester, New York. .
Ann M. Lawrence, M.D., Associate Professor of Medicine, Section on Endoc-
rinology, University of Chicago School of Medicine, Chicago, Illinois 60637.
Sydney S. Lazarus, M.D., Chief of Pathology, Isaac Albert Research Institute
of the Kingsbrook Jewish Medical Center, Rutland Road and East 49th
Street; Brooklyn, New York 11203. : ‘ i
Paul Leifer, M.D., 1860 Grand Concourse, Bronx, New York 10457.
Rachmiel Levine, M.D., Chief, Endocrinoligy Service, Oity of Hope Medical
Center, Duarte, California 91010. )
Leon M: Levitt, M.D., 95 Buckingham Road, Brooklyn, New York 11226. |
Samuel. D. Loube, M.D., Washington Internal Medicine Group, 2400 H Street,
N.W., Suite 7, Washington, D.C. 20037.
Glen W. McDonald, M.D., 426 Merkle Drive, Norman, Oklahoma. :
Leonard L. Madison, M.D., Professor of Internal Medicine, University of Texas
Southwestern Medical School, 5323 Harry Hines Boulevard, Dallas, Texas.
Alexander Marble, M.D., President, Joslin Diabetes Foundation, 15 Joslin Road,
Boston, Massachusetts 02215. . ‘
Leona Miller, M.D., Associate Professor of Medicine, University of Southern
California. School of Medicine, -Los Angeles, California. o
Merton M. Minter, M.D., Minter Clinic, Nix Professiinal Building, San Antonio,
Texas 78205.
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James M. Moses, M.D., Fairlington Professional Building, 1707 Osage Street.
Alexandria, Virginia 22302. - . ‘

Henry J. Oppenheimer, M.D., 141 North Meramec, Clayton, Missouri 63105.

Mr. Harold Rivkin, 510 Plymouth Avenue, Minneapolis, Minnesota.

Morris H. Rosenberg, M.D., Suite 702, University Medical Building, 2141 K
Street, N.W., Washington, D.C. 20037. .

A. H. Rubenstein, M.D., Associate Professor, Department of Medicine, Section
of Endocrinology, University of Chicago, Chicago, Illinois 60637.

John W. Runyan, Jr., M.D., 951 Court Avenue, Memphis, Tennessee 38108,

Elliot L. Sagall, M.D., 454 Brookline Avenue, Boston, Massachusetts 02215,

Aaron G. Saidman, M.D., 5530 Wisconsin Ave., Chevy Chase, Md. 20015,

Dominick J. Savino, M.D., 27 Prospect Park West, Brooklyn, New York 11215.

George F. Schmitt, M.D., 30 Southeast 8th Street, Miami, Florida 83131,

A. Schonfeld, M.D., 50 Central Park South, New York, New York.

Stanley Schor, Ph.D., Teéemple University Health Services Center, Broad and
Ontario, Philadelphia, Pennsylvania 19140. :

0. Pgti';air Schumacher, M.D., Cleveland Clinie, 2020 Bast 93rd Street, Cleveland,

0. a

Seymour Schutzer, M.D., 67 Cedar Drive, Great Neck, New York 11021.

Zdenlfo lSkrabalo, M.D., University of Zagreb Diabetes Center, Zagreb, Yugo-
siavia.

J. Stuart Soeldner, M.D.,:Assistant Professor of Medicine, Harvard University
School of Medicine, 170 Pilgrim Street, Boston, Massachusetts 02115.
Maxwell Spring, M.D., Clinical Assistant Professor of Medicine, New York

Medical College; 5th Avenue at 106th Street, New York, New York.

John W. Stephens, M.D., 2250 N.W. Flanders, Portland, Oregon 97207.

Daniel B. Stone, M.D., 530 Doctors Bldg.,, Omaha, Nebraska 68131.

Samuel J. N. Sugar, M.D., 4637 Eastern Avenue, Washington, D. C. 20018

Karl B. Sussman, M.D., Associate Proféssor of Medicine, Acting Head, Division
of Endocrinology, University of Colorado Medical School, 4200 East Ninth
Avenue, Denver, Colorado 80220.

Lawrence J. Thomas, M.D., 11801 Rockville Pike, Rockville, Maryland 20852.

James Tullis, M.D., Chief of Medicine, New England Deaconess Hospital,
Boston, Massachusetts. :

John B, O’Sullivan, M.D., Chief, Diabetes and Arthritis, Field Research Unit,
U. SS. Public Health Service, 408 Atlantic Avenue, Boston, Massachusetts
02118.

Karl R. Paley, M.D., Chief, Metabolic Clinic, Lenox Hill Hospital, ‘77th Street

- & Park Avenue, New York, New York. :

Arthur M. Parker, M.D., 380 Bast 18th Street, Brooklyn, New York 11226.

Jean O. Partamian, M.D., Associate Physician, Division of Metabolic Diseases,
Henry Ford Hospital, 2799 Grand Boulvard W., Detroit, Michigan 48202,

Jobn W. Partridge, M.D., Editor, Diabetes Bulletin, 2222 N.W. Lovejoy Street,
Portland, Oregon. i

Marjorie Peeblés-Meyers, M.D., 8790 Woodward Avenue, Detroit, Michigan 48201.

L. Lewis Pennock, M.D., Forbes-Oakland Medical Building, 8347 Forbes Avenue,
Pittsburgh, Pennsylvania 15218.

W. B. Redfern, M.D., Associate Physician, Division of Metabolic Diseases, Henry
‘Ford Hospital, 2799 Grand Boulevard W., Detroit, Michigan 48202.

Robert L. Reeves, M.D., F.A.C.P., 1015 West 4th Street, Olympia, Washington
98501. : ‘

Harold Rifkin, M.D., Montefiore Hospital and Medical Center, 1111 Bast 210th
Street, Bronx, New York 10467. o ‘

Howard 8. Schwartz, M.D., 3201 Grand Concourse, Bronx, New York 10468,

Laurence F. Segar, M.D., 8700 Dean Dr.. #1908, Ventura, Calif. 93003.

Donald W. Seldin, M.D., Professor and Chairman Department of Medicine,
University of Texas, Southwestern Medical School, 53283 Harry Hines
Boulevard, Dallas, Texas 75235.

Holbrooke S. Seltzer, M.D., Chief of Endocrinology, Veterans Administration
Hospital, 4500 South Lancaster, Dallas, Texas 75216,

Thomas Sharkey, M.D., 60 Wyoming Street, Dayton, Ohio 45409.

L. Benjamin Sheppard, M.D., 301 Medical Arts Building, Richmond, Virginia.
Charles Shuman, M.D., Temple University Health Services Center, Broad and
-Ontario, Philadelphia, Pennsylvania 19140. ] .

Abraham A. Silver, M.D., 6210 Park Heights Avenue, Baltimore, Maryland.
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Marvin D. Siperstein, M.D., Professor of Internal Medicine, University of Texas,
?g;?’tgwestern Medical School 5323 Harry Hines Boulevard, Dallas, Texas

Janet D. Sherman, M.D,, 18181 W. 12 Mile Rd., Lathrup Village, Michigan,

Roger H. Unger, M.D,, Veterans Admmistration Hospital, 4500 S. Lancaster
Road, Dallas, Texas 75216.

Alexander Q. Vongries, M.D., Asst. Director, Clinical Development Giba-Geigy
Corp., Summit, N.J. 07901

Robert C. Warner, M.D., Asst. Prof. of Medicine, University of N. Dakota,
Fargo, N. Dakota.

Harry F. Wechsler, M.D., 787 Park Avenue, New York, New York.

Irving Weckell, M.D., 7 Pont Street, Great Neck, New "York:

Oharlles Weller, MD 17 North Chatsworth Avenue, Larchmont, New York

George Welsh M.D., III, Director of Continuing Education for Health Smences,
Universn:y of Vermont Medical School, Burlington, Vermont.

Priscilla White, M.D., Joslin Clinic, 15 J oslm Road, Boston, Massachusetts 02215.

Fred W. Whitehouse, M.D., Chief, Division of Metabolic Diseases, Henry Ford
Hospital, 2799 Grand Boulevard W., Detroit, Michigan 48202.

David 8. Wilcox, M.D., President, Connectlcut Dlabetes Association, 85 Jeﬁer-

son Street, Hartford, Oonnecticut 06109

T, Franklin Williams, Monroe County Hospital, East Henrietta Road, Rochester,
New York.

Charles W. Wilson, M.D., Harbor and Olean Blvd,, Port Charlotte, Florida 38950,

Jean D. Wilson, M.D., Professor of Internal Medlcme, University of Texas,
Southwestern Medlcal School, 5323 Harry Hines Boulevard, Dallas, Texas
75235.

Albert I. Winegrad, M.D., Director of Cox Institute, Hospital of the University
of Pennsylvania, Philadelphia, Pennsylvania 19104,

Donna Younger, M.D., Joslin Clinie; 15 Joslin Road, Boston, Massachusetts 02215

Leonard Zlmmerman, Group Service Agency, 342 Madison Avenue, New York
New York 10017.

Akira Horinchi, M.D., 8-83-15 Minimimagome, Otliku, Tokyo, JAPAN.

Bernard Leibel, M.D., 200 St. Clare Street W., Toronto, Ontario, CANADA.

John A. Moorhouse, M.D., Director, Endocrine and Metabolic Laboratory,
Winnipeg General Hospital Winnipeg, CANADA.
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
FOOD AND DRUG ADMINISTRATION
[21 CFR PART 310}
{DOCKET NO. 75N-0062]
ORAL HYPOGLYCEMIC DRUGS

NOTICE OF PUBLIC HEARING AND PROPOSED LABELING

The Commissioner of Food and Drugs is proposing labeling for all
oral hypoglycemic drugs and announcing a legislative-type public hearing
on the issues involved. Labeling for this class of dfugs has been the
subject of extended public controvers§ and legal challenge for several
years. The Commissioner believes that it is now essential to resolve
the outstanding’issues in this matter and that it is in the interest
of the public health to consider the views of all parties in achieving
such resolution. Accordingly, this notice proposes class labeling for
oral hypoglycemic drugs that, on the basis of all information available
to the Food and Drug Administration, the Commissioner bélieves is con-
sistent Qith the requirements of the Federal Food, Drug, and Cosmetic
Act and reflects current scientific knowledge on the safety and effect-
iveness of these drugs. » ”

The Commissioner invites all intereéted persons to submit written

commentsvon the proposed labeling. In addition, the Commissioner's

designee, the Director of the Bureau of Drugs, will conduct an oral

75-415
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public hearing to afford interested persons a further opportunity

for the presentation of data, information, and views. In the Com-
missioner's judgment, the subject ﬁatter of this notice is of sufficient
imporfance to justify the use of tbis additional proéedure, as provided:
in Part 2, Subpart E, of the regulationé governing the administrative
'practice and procedurés of the Food and Drug Administration, published
in the FEDERAL REGISTER of May 27, 1975 (40 FR 23025).

Interested persons may submit comments on the labeling proposed

in this notice by (imsert date 60 days after date of publication in

the FEDERAL REGISTER). In addition, any interested person may submit

data, information, or views in writing any time within 15 days after
the conclusion of the public heéring. It is the intention pf the
Food and Drug Administration to conduct the public hearing prior -to
the expiration of the time for submitting comments, and the Commissione%
therefore encourages interestea persons to submit their comments ‘
as soon as possible, to allow review prior to the hearing.

~ After comsideration of all written and‘oralbcomments and éll
data,binformation,faﬁd views presented at the public hearing, the
Commiséioner will promulgate in tbe FEDERAL REGISTER a final regula-

tion prescribing labeling for oral hypoglycemic drugs3'applicéb1e |



18464 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

to all drug products in this c¢lass, It is anticipated that
the final labeling will conform with the guidelines for labeling
of prescription drugs proposed by the Commissioner om April 7, 1975

(40 FR 15392).
I. GENERAL BACKGROUND

The following new drug applications have been approved for oral
hypoglycemic drugs:

1. NDA 10,670, Orinase tablets containing éblbutamide; The
Upjohn Co., 7000 Portage Rd., Kalama;;o,‘MI 49001,

2, - NDA 15,500, Tolinase tablets containing tolazamide; The
Upjohn Co. |

3. NDA 11,641, Disbinese containing chlorpropamide; Pfizer Inc.,
235 E. 42d St., New York, NY 10017.

4. NDA 13,378, Dymelor containing acetoliexamide; Eli Lilly & Co.,
Indianapolis, IN 46206. ‘

5. WNDA 11,624, DBI tablets containing phenformin hydrochloride;
Geigy Phgrmaceutiéals, Ardsley, NY  10502. ‘

6. NDA 12,752, DBI-TD capsules containing phenformin hydrochloride; *
.Geigy Pharmaceuticals. '

7. NDA 17,126, Meltrol-50-100 capsuiés containing phenformin
hydrochlorides; USV.Pharmaeeutical Corp., 1 Scarsdaié Rd., Tuckahoe, NY 10707,

8. NDA 17,127, Meltrol-25 tablets containing phenformin hydrochloride;
usv PharmaceuticaI'Corp.

9, NDA 12,678, Tolbutamide tablets contain;ng tolbutamide;
Premo Pharmaceuticals Laboratories, Inc., 111 Leuning St., South

Hackensack, NJ 07606.
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The class of oral hypoglycemic drugs can be grouped into two
categories on the basis of chemical struéture: the sulfonylureg ' ﬁ
category (represented by acetohexaﬁide, chlofpropamide, tolazamide,
and tolbutamide) and the biguanide category (represented by phenformin
hydrochloridej. The mode of action and adverse effects are different
for .these two categories of oral :hypoglycemic drugs. Accordingly,
separate labeling is proposed for each category of drug.

Under section 505 of the Federal Food, Drug, and Cosmetic Act, ‘?
the Commissioner is responsible fotfissuring that all new -drugs have
been shown to be safe and effective for their intended uses and
that their labeling is not false or misleading. Exercise of this
responsibility often requires reexamination of the safety, effective-
ness, or labeling of drugs previously approved. The statutory scheme
contemplates that new information may require the Commissioner to
prescribe changes in the labeling of a drug, ‘to reveal newly discovereq
limitations on use or warn of previously unanticipated hazards. ' And |
if labeling can no 1onget‘be written to assure Fhat the benefits of
usé ‘'of 'a drug outweilgh the risks of possible harm, the Coumissioner ‘ |
. is empowered, and obligated,,tkoi;hd;aw marketing approval.

The Cdmmiésioner believes that information ab&ut potential PR
risks of oral hypoglycemic drug§ obtained subsequent to theif‘ “

initial approval for marketing requires revision of their labeling.
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Specifically, he believes the study of modes of treatment for adult-
onset diabetes conducted by the University Group Diabetes Program
requires the addition of a warning about possible cardiovascular compli-
catiéns associated with the use of such drugs. - Because of ‘the importance
of this matter -and the concerns it‘has generated among physicians and
their patients, the Commissioner has coﬁcluded that it is appropriate to
invite exploration of the issues in a public forum béfore reaching a
final determination on the wording of the labeling, including the
warning. ) ‘ .
The scientific and legal issues relating to the labeling of oral
hypoglycemic drugs have been the subjéct of protracted public debate.
To resolve the many complex questions that have been raised, it is
essehtial that the important issues be identified and that public
comment be directed to these issues. The following discussion is
presented to summarize the history of ;he oral hypoglycemic labeling
controversy, to identify the issues that have arisen during the con-
troversy, and to explain the position of the Food and Drug Administration

on these issues.
II.' ORIGIN OF THE LABELING CONTROVERSY

_ Although insulin and the oral hypoglycemic drugs are both effective

in lowering the blood glucose level in patients with maturity-onset

—

diabetes, it is not clear that this reduction of‘blood glucose has

a beneficial effect on the long term vascular complications of diabetes.

In an attempt to answer this question, the National Institute of Arthritis,
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Metabolism, and Digestive Diseases of the National Institutes of Health
sponsored a long term, prospective clinical’ trial. ‘- The study, begun

in 1961, was conducted by the‘Uni@ersity Group Diabetes Program (UGDP) !
in 12 university medical centeré. Patients selecte& for the study were
mathrity-onset didbetics who had been diagnosed’no more than 1 year
prior to entry into the study and ‘did not require insulin to remain
symPtom—free. ’ ’

= . .

All patients were given an appropriate diabetic- diet and were
randomly assigned to one of four different treatment groups: (1) Fixed
dose of tolbutamide (1.5 grams/day), (2) ‘Fixed dose of insulin (10 to 16
units based on body surface area); (3) Variable dose of insulin adjustbd
to control the blood ‘glucose, or (4) Placebo.  Eighteen months after tﬁe
study began, a fifth group was added in which the treatment wés a
fixed dose of phenformin hydrochloride (100 milligrams/day). Patient;
recruitment was completed in 1966 with a total of 1,027 patients in the
entire study and approximately 200 patients per treatment group.

By 1969 the unexpected finding of a significantly higher mortality
due.to cardiovascular causes was present in the tolbutamide group ? 3
(12.7 percent or 26 out of 204) compared to the placebo group (4.9 percent
or 10 out of 205), the fixed-dose insulin group (6.2'percen€ or 13.ou£.

of 210), and the variable insulin group (5.9 percent or 12 out of 204)

After evaluating the available data, the investigators decided to discon-~

J——

—
tinue use of tolbutamide in the study because they concluded that no

i

—~— |
benefit had been shown for these patients and there was evidence that|
I

the long term use of this drug was associated with a serious side effect.

i

56-592 O - 75 - pt. 28 - 15
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A report on the findings of the UGDP was submitted to the Food

and Drug Administration in March 1970. The report concluded that

"the findings of this study provide mo evidence that the combination

of diet and tolbutamide therapy as described and used for mild non~

insulin dependent diabetics is more effective than.diet alone. Moreover,

the findings suggest that tolbutamide and diet may be less effective,

at least insofar as cardiovascular mortality is concerned, than diet

alone or than diet plus insuldn." The Food and. Drug. Administration

reviewed the réport and convened. an ad hoc meeting of experts on May 21,
1970, to evaluate the findings. The report was scheduled for pre-
sentation at the annual meeting of the American Diabetes Association on
June 14, 1970. The program and abstracts for the meeting . of the
American Diabetes Association were disseminated in-May, however, and the
general findings of the UGDP study became widely publicized.in the
preés. In view of this publicity, FDA released a statement to the press
on May 22, 1970, indicating that the agency agreed with the UGDP's
stated conclusions and would require labeling changes for the oral

hypoglycemic drugs to reflect results of the study.
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In October 1970, FDA distributed a Current Drug Information Bulletin
. o
to physicians and other health professionals confirming its agreement with

the stated conclusions of the UGDP study. The agency recommended that

use of sulfonylurea agents be limited to those patients with'symptomatic

adult-onset, nonketotic diabetes who cannot be adequately controlled by

diet or weight loss alone and in whom the addition of insulin is impracL
’ i

tical or unacceptable.
.

The first report of the UGDP study was published in November 19701as
I

a supplement to Diabetes, the journai ‘of the American Diabetes Associaﬁion

(ref. 1). An accompanying editorial statement representing the view of
the American Diabetes Association (ref. 2) made the following therapeuéic
recommendations: |
The clearest indication for oral agents is
diabetes of mild or moderate geverity in a patient f
who proves to be poorly controlled with diet and who
is unable or unwilling to take insulin. In adult-
‘onset diabeteg with hyperglycemia gnd glycosuria,
Asymptomatic or not, and in the absence of ketosis,
a ;rial with an appropriate diet should conme first. ‘ |
1f this does not establish satisfactory control,
insulin is to be preferred to other therapeutic

——

aéents because it is more uniformly effective in

controlling hyperglycemia and the UGDP' study

indicates that it may be safer.
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A statement published at the same time by The American Medical Association

Council on Drugs (ref. 3) included the following recommendations:

Although some flaws exist in the UGDP study, it

clearly demonstrates that every effort should be
made by the physician to control the symptomatic,
maturity-onset diabetic with aief alone. Should
this fail, treatment with Insulin or oral hypoglycemic
agents should be undertaken. If oral hypoglycemic
agents are selected for thgfapy the results of the
UGDP study should be kept in mind. Therefore, the
consideration of treatment with oral -hypoglycemic
agents should be secondary to the use of insulin.

In May 1971 the use of phenformin in the UGDP'study also was discon-
tinued because there was a significantly higher cardiovascular mortality
in the phenformin group (12.7 percent or 26 out of 204) compared to the
other treatment groups. The preliminary results with phenformin were
published in August 1971 (ref. 4). An additional report by the UGDP
pubiished in November 1971 discussed. the clinical implications of thek“
UGDP study (ref. 5). ’

' In June 1971 the Food and Drug Administration issued a Drug Bulletin
outlining changes'in the labeling for all sulfonylurea drugs. The Drug

IR
Bulletin stated that diet and reduction of excess weight are the

foundation of therapy of diabetes mellitus, and that when the disease is

adequately controlled by these measures, no other therapy is indicated.
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. |

The Bullefin also stated that the sulfonylurea agents are indicated in jthe
treatment of adult—onset, nonketotic diabetes mellitus which cannot Se;
adequately controlled by diet and reduction 6£ excess weight alone and |
when, in the judgment of the physician, insulin treatment is not feasible.

From the time the results of the UGDP study were first reported, éhe
study was subjected to intense criticism by both clinicians and statis£14
cians (ref. 6 through 12). The basic scientific criticisms of the !
study were as follows: » ’

1. Patient selection was inappropriate in that many patients
had such mild diabetes that neither -oral drugs nor insulin was indicatgd.

2. Total mortality in the tolbutamide group was not significantly
different from that in the placebo group.

3. Excess cardiovascular mortality occurréd in only a few clinics.

‘4, Randomization was not successfui; therefore, the tolbutamidej

|

group was not comparable to the other groups at the outset of the
i

study with respect to baseline cardiovascular risk factors.
5. With the exception of the variable insulin group, patients w%re
maintained on a fixed drug dosage, contrary to the principles of good;
medical practice. ' . : . ﬁ
6.> The use of tolbutamide and phenformin in the study was ﬁermiﬁated,
prematurely, i.e., before definitive results were obtained. |
7. The results of the study are contra&icted by the studies of
Keen (ref. 13 through 15) and of Paasikivi (ref. 16).

These criticisms were in turn analyzed by representatives of the

UGDP (ref. 17) and by a statistician who had served as a consultant to
" the UGDP (ref. 18) and were rejected as a basis for invalidating the

conclusions of the UGDP study. By this time, however, a widespread
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belief had developed among many physicians that the UGDP study was
somehow flawed in terms of its desig; and execution, and therefore could
not serve as a proper basis for a warning to the medical profession.
Uncertainty about the scientific quality of the UGDP study has been
a prominent feature of all critical commentary since 1970 and has clearly

inhibited acceptance by the medical profession of the study's most

troubling finding, namely, that the administration of either tolbutamide

or phenformin to patients with maturity-onset diabetes was associated

with an increase in cardiovascular mortality. Undoubtedly one reason

many practicing physicians were surprised by and reacted critically to

the findings of the UGDP study is that the reported increase in cardio-

vascular mortality--though statistically significant--is not of the

magnitude which can be readily detected by the individual physician in

the course of practice.

The Commissioner recognizes that a large number of physicians still
do not acéept the position of. the Food and- Drug Administfation as
expreséed in the FDA Drug Bﬁlletin, or the poéition of the American
Diabetes Association and the American Medical Association Council on
Drugs as expressed in the reférences cited. An outcome of this dis-
agreement was a prolonged legal confrontation that precluded the
inclusion of warnings in the labeling for oral hypoglycemic drugs

similar to those appearing in the Drug Bulletin.
III. LEGAL CHALLENGE TO THE LABELING OF ORAL HYPOGLYCEMIC DRUGS

In November 1970 a group of physicians known as the Committee .

on the Care of the Diabetic was formed to oppose the proposed warning
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labeling. for oral hypoglycemic drugs. The group includeq some of the i
country's leading diabetologists. '

In October 1971 the Committee on the Care of the’biabetic petitionéd
the Commissioner to rescind his positiqn that labeling for oral hypogly%
cemic drugs must -contain .a warning .of associated cardiovascular hazardsL‘
* The committee maintained that the UGDP ‘study constituted an improper
basis for the agency's decision, because it had been criticized on

scientific, clinical, statistical, and other grounds. ThekCommittee on

the Care of Diabetes cited "controverting data,” particularly the studies

of Keen et al. (ref. 13 through 15) and Paasikivi (ref. 16),. which, it |

contended, demonstrated the safety of oral hypoglycemic therapy. . The j

committee also insisted that labeling for .these drugs must reflect a i
"fair balance" of scientific(;;I;I;;§3pd cite the alleged deficiencies |
N~—ee

of the UGDP study and the controversial nature of its conclusions as i

well as the data in controversy. i

After thoroﬁgh evaluation of all the materials sﬁbmitted to the
agency, the Commissioner formally replied to counsel for the Cémmittéeé
on the Care of the Diabetic on. June 5, 1972. The Commissioner's letter
responded to -each of the criticiéms raised by the committee concerning;‘

the UGDP study and the agency's position. The Commissioner reaffirmedf

the position of the Food and Drug Administration that an undiluted and

unencumbered warning in the labeling of the oral hypoglycemic: drugs

[
S—_— f
regarding cardiovascular hazards was fully warranted by the available

- "

evidence.
. I
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ihe agency's position on labeling -for.these drugs was again stated
in an FDA Drug Bulletin issued in May 1972. ﬁased on the results for
phenformin reported'by the UGDP in 1971, the following labeling changes
were to apply to the biguanide drugs as well as the éulfonylurea drugs:
Because of the apparent increased cardiovascular
hazard associated with oral hypoglycemic agents, they
are indicated in adult-onset, monketotic diabetes ’
ﬁellitus only when the condition cannot be adequately
controlled by diet and reduction of excess"weight
alones and when, in the judgment of the physician,
insulin cannot be employed because of patient unwilling-
ness, poor adherence to injection regimen, physical
disabilities such as poor vision and unsteady hands,
insulin allergy, employment requirements, and other
similar factors.: ‘
On July 13, 1972, counsel for the Committee on the Care of the
Dlabetic requested a formal evidentiary hearing before the agency.
The Conmissioner advised the petitioners that they were not entitled

to a hearing since their submission did not meet the statutory

standard of "substantial evidence" and stated that the Commissioner's

letters constituted final agency action.

Soon thereafter suit was filed in the United States.District

Court for the District of Massachusetts by a group of 178 physicians,

r—

many of them mémbers of the Committee on the Care of the Diabetic, asking

that the Food and Drug Administration be enjoined from requiring manu-

facturers to include a warning of assoclated cardiovascular hazards
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in their labeling for oral hypoglycemic drugs (Bradley v. Richardson,

Civil No. 72-2517 M (D. Mass. 1972)). A temporary restraining order
was eﬁtered by the court on the same déy. A hearing on the motion
for a preliminéry injunction was held before‘Judge Campbell on
August 17, 1972, and, on August 30, 1972, he denied an injunction.

Judge Campbell concluded that the plaintiffs had not demonstrated i

a reasonable probability of prevailing on the merits since the admini-

strative action of the Food and Drug Administration, requiring an

unencumbered warning, was a reasonable exercise of its statutory duty:

and the potential harm to users of the drugs was greater than any harm
—— i
to the manufacturers or prescribers. Judge Campbell further observéd;

that the Food and Dfug Administration labeling requirements would not| °
preclude physicians from exercising their best clinical judgment.: :

The plaintiffs filed another motion for a temporary restfaiﬁing ‘
order and preliminary injuction on October 17, 1972, specifically reqéest—
ing_that the agency be‘enjﬁined unléss the drug}warningfwaS'redrafted{

[

to incorporate their views concerning the interpretation of the UGDP ;

study. The plaintiffs argued that, without such a discussion, the

labeling required by the Food and Drug Administration was misleading 5

becauée it failed to reveal the existence of divergent Opinién among

experts, contrary to the agency's own regulation, § 1.3 (21 CFR 1.3).
On November 3, 1972, the District Court issued a temporary restraining
‘order, which became a preliminary injunction on November 7, 1972,

restraining the agency frbm implementing the labeling.
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On July 31, 1973, the United States Court of Appeals for the

: First Circuit vacated the District Court's injunction and remanded
the case to the Food ﬁnd-Drug Admigistration for its fur;her deter-
mination. In its opinion the Court ruied that the plaintiffs
failed to exhaust their administrative remedies regarding the
issues presented. The Court expressed its awareness of negotiations
betweén the parties to arrive at a mutually acceptable solution
even during litigation, and also expressed its belief ‘that thé
remand could well produce the most iﬂf&rmed and responsible solution
possible (483 F.2d 410 (lst. Cir. 1973)). ‘

In itsvopinion the Court of~Appeals also noted apparent incon- .
sistency between the agency's regulation on the disclosure of
differences of medical opinion in § 1.3 and the substantial eviéence
requirements added to the Federal Food, Drug, and Cosmetic Act by
the Drug Amendments of 1962. fhe Court directed the Commissioner
to consider § 1.3 as it relates not only to .the substantial evidence
standard but also to the misbranding requiréments.of the act. ‘Tbe
agenc§ ié revising § 1.3, by order published elsewhere in this issue‘
of the FEDERAL REGISTER, to bring the regulation into conformity with

these related provisions of the law. As revised, § 1.3 does not permit .

a statement of differences of opinion in required warnings in the

labeling of drugs.



|

COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 13;477

1
It should be noted that no manufacturer of oral hypoglycemic |

— |
.drugs has initiated proceedings challenging the Commissioner's i

authority to require changes in tﬁe labeling of its products, or

attacking the scientific b anges

that the agency proposed to require, . i
- —

After the Court of Appeals vacated the preliminary injunction
in July 1973, the Food and Drug Administration undertook additional?
discussions concerning the labeling of the oral hypoglycemic agents:
with inferested individuals and gréups. In October 1973, the

Director, Bureau of Drugs, and other members of the Food and Drug

‘Administration met with representatives of the Committee on the
I

Care of the Diabetic, the American Medical Association, the American

Diabetes Association, the National Institutes of Health, and manu-

facturers of hypoglycemic drugs to discuss procedures that would !
facilitate the. issuance of appropriate labeling. Based upon’ the

discussion and input from the agency's staff, proposed labeling I

revisions were circulated for comments in February 1974 to ‘those

who attended the meéting and to other interested persons. Addréessees
. ' : : ) 1
were also invited to meet with agency officials, if desired, to

discuss the labeling. Four such meetings were held between March
) |
21 and April 24, 1974. The minutes of these meetings have been

placed on public display in the office of the Hearing Clerk.
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The responses to the proposed labeling, igcluding comments received
at these meetings, revealed continuing major differences of opinion over
the scientific validity of the UGDP study and over the asserted need for

"fair balance" and the acknowledgment of "controversy' in the proposed

warning. In addition, the Food and Drug Administration was advised that
a major outside review, described below, of the UCDP study by a committee
of the Biometrics Society was near completion.

The agency therefo:e decided to -postpone imélementation of the
warning until this review was published. Since the UGDP study was the
basis for the proposed wafning, the Commissioner believed that this
independent review of the statistical validity of the study should be
available to all interested persons before taking definitive action.

The review by the committee of the Biometrics Society required extensive
reanalysis of the data in the UGDP study and was not published until
Februaryklo 1975 (xef. 195. A more detailed report of the UGDP on

: phenformin was also published recently (ref. 20).

The Conmissioner believes that sufficient time has passed to have

permitted all interested peréons to study these reports. Since no

—

major new information in regard to the UGDP study is anticipated, the .

Commissioner believes it is now essential -to effect all labeling changes

that are appropriate and necessary on the basis of the UGDP study.

On June 11, 1975, and June 18, 1975, representatives of the Food
and Drug Administration met with representatives of the Committee on

the Care of the Diabetic to discuss late drafts of the Indications and
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Warnings sections of the labeling proposed in this notice. The
representatives of the Committee on the Care of the Diabetic included f

one of the plaintiffs in Bradley v. Weinberger and the plaintiffs'

g

attorney. The purpose of these meetings was to engage in good faith

negotiation in an attempt to resolve outstanding issues in conformity

with the intent of the Court of Appeals. Memoranda of these meetings
-—— A ———— e s et e ——

and of subsequent phone calls and drafts of labeling discussed at the

meetings are on file in the office of the Hearing Clerk.

IV. REVIEW OF BIOSTATISTICAL ISSUES ﬁY ’ i
‘THE COMMITTEE OF THE BIOMETRICS SOCIETY |
The UGDP study was subjeéted to intense adverse criticism

(ref. 6 through 12) largely on the basis of its design and the
statistical analysis of the results. For this reason, the National
Institute of Arthritis, Metabolism, and Digesgive Diseases, which
financed the UGDP study, sought an independent review of the stﬁdy.
In 1972 a contract was awarded to the Biometrics. Society, an inter—
natiénalnorganizaticn of biostatisticians, to make an in~depth assess;
meﬁt of the-scigntific quality of the UGDP study, pgr;icularly the
biomefric aspects of the design, conduct, and analysis of the trial,
and a similar asséssment of other controlled trials involving oral
hypoglycemic agents. A committee of six memberskwas selected‘to unde;take
this task. The COmmittee.visited the UGDP coordinaﬁing cénter and tw&

of the clinical centers to study methods used in the trial, reviewed
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published criticisms of the UGDP study in degail, interviewed both
critics and supporters of the study, and made new analyseé from the
original data. .

On the basis of this in-depth review, the Biometrics Society
committee commented as follows on the major criticisms of the UGDP
study:

1. The criticism that patient selection was inappropriate was
considered to be "largely irrelevant to the primary issue raised by
the critics," viz., the validity of the evidence pointing to excess
morfality in the tolbutamide- and pheanrmin—ﬁreated groups. Thé
committee argued that even "if it could be shown that the study group

contained some non-diabetics* * * [a] drug found toxic in such subjects

would not likely be counted safe for persons with well ‘documented mild

diabetes either."

2. Wih respect to the criticism that tot#l mortality in the
tolbutamide group was ﬂot significantly different from that in the
plaéebo group, the committee concluded that this criticism "has some
_weight_(although we do not interpret it as a criticism of the action
of'the UGDP) and that the toxic effect of the oral hypoglycemics
cannot ﬂe affirmed with the certainty that would be present if total
mortality were signifiéantly different."

3. In responsé to.the criticism that excess mortality occurred in
only a few clinics, the committee presented calculations of the data to
take account of the number of patients treated in each clinic and the

duration of their treatment and concluded that ''the excess mortality
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is not in fact confined to a few clinics and. that this particular
criticism sﬁould not be taken to detract from the interpretation of
the UGDP findings."

4. The contention that randomization was not successful was
studied in detail by the committee which identified "a puzzling
anomaly concerning the distribution of the two sexes‘to the four : b
treatment groups within clinics." The committee reviewed the
randomization procedure in detail andyexamined the log books contain-'
ing records of the allocation of each patient. The committee's |
report reads: '"We were not aBle to find an assignable cause for the
surprising allocation of the sexes to treatments but have no reason }
to tﬁink that the study has been compromised by a breakdown in the
randomization of patients to- the treatment groups. Because of the |
imbalance of sexes in the treatment groups in some clinics, however,
allowance for this has been made in our analysis." The committee went'
on to anélyze the data by several different statistical approachesy }
including those used originally by the UGDP investigation. Theicom— |
mittee concluded: "Our findings* * * take into account the differencas
between centers and the differences in length of treatment, as well ;

as the baseline variables. They support the view of Cornfield [ref. 18]

that there is no evidence that the baseline differences arising from the

randomization contributed in any important way to the finding of adverse

effect from tolbutamide."
——— e
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5. The criticism that the oral hypoglycemic drugs were given in
fixed dosage‘was rejected by fhé committee, with respect to'conclusions
regardiﬁg toxicity, as follows: "It is true that the u;e of a fixed ’
dose of drug, which was also the approach adopted by Feldman et al.
[ref. 21]-and Keen’and Jarrett [ref. 14], limits the generalization
about therapeutic effects, but since the dose of tolbutamlde is
about equal to the average récommended for therapeutic use, an evalu-
ation of its possible toxic effect is highly relevant." .

;6' Cdngerning the criticism that the use of tolbutamide and
phenformin was terminated prematurely, the committee acknowledged that
"It would have been easier to interpret the findingé if there were
more data on mortality." The committee also recognized; however, the
ethical issues raised by continuing these drugs in the study and
concluded: "We do mot criticize the UGDP'inveétigators for having
made the decision when ;hey did. Nevertheless, the result of that
decision is to leave us with some residuél uncertainty’about the
meaning ‘of the findings, a point that is well understood by the UGDP
:investlgators themselves."

7. :In considering the critiéism that the results of the UGDP
study are contradicted by the studies of Keen (ref. 13 through 15) and
of Paasikivi (tef. 16), ‘the committee ~analyzed these studies in detail.
With respect to the data of Keen and his colleagues, they concluded that,
in their ongoing prospective study, neither cardiovascular mortality nor

total mortality in the tolbutamide group is significantly different from
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that in the placebo group. Because of imperfections in the randomizatiomE
- process and in the.maintenance of blinding, and because of the pre- vé
limiﬁéry nature of the data obtained to date, the committee. concluded i
that "the provisional data that Dr. Keen has kindly sent us®* * * do not
. S
throw doubt ‘on the UGDP findings in regard to deaths -from cardiovascularf
causes." 1In regard to the Paasikivi study, which appeared to show a |
beneficial effect of tolbutamide on mortality in the first year in
patients who survived a first mchard}al infarction, the committee: ;
concluded: "This study neither confirms nor contradicts the ucﬁp
' findings, as the population under consideration was not one of maturity-f
onset diabetics, and the patients. taking tolbutamide had been ‘exposed |
to a relatively small dose for a shorter time than that applied in the
UGDP stﬁdy." The studies of Feldman et al. (ref. 21) and of Tzagournis
and Reynertson (ref. 22) were also briefly reviewed by the committee.
Their conclusion was that iﬁ neither study has a sufficient number of
deaths yet occurred to permit meaningful interpretation of results.
. In addition to evaluating these criticisms of the UGDP stud&, the

Biometrics Society committee conducted extensive new analyses of the

~ UGDP data, taking into ‘account the effect of various baseline variablesf

and cardiovascular risk factors. These analyses confirmed that cardio-

vascular mortality was increased in the tolbutamide group. This increas

was statistically signifiggnt in females, gageciallz in women over the

' age of 53, but not in males. An important finding was that the highest‘

death rate occurred in the group of patients who adhered most closely td

the tolbutamide regimen and did not have their dose modified. Also when

56-5692 O - 75 - pt, 28 - 16
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the analysis was conducted according to an approach called the survival
modeling method, which takes into account the proportion 6f timg each
patient received the assigned medication, women in the tolbutamide group
héd a statistically significant increase in both cardiovascularvand
total mortality. This does not mean that the study necessarily showed
the drug to carry less risk in males. On this point the committee
concluded: "The data do not support the same conclusions for men, but
one possible reason is that the smaller number of patients in the male
group results in lack of sensitivity to detect differences of moderate
magnitude."
In ‘the final section‘ofvits report, the Biometrics Society committee
summarized its conclusions:
Although we have concerned ourselves

almost entirely with issues related to the

‘possible toxicity of tolbutamide, we wish to

-point out thgt'qne of the valuable aspects of

the completed UGDP trial will be the‘provision

of dafa on the long.term treatment of: adult-

‘onset diabetes with insulin. It is alréady

clear ;hat the benefits from this treatment

are not dramatic, and the only worthwhile

information about them will have to come from

the relatively precise methods of a controlled

clinical trial. In this sphere, the UGDP

trial has no competitor® # *
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On the question of cardiovascular mortality
———
due to tolbutamide and phenformin, we consider

—

that the UGDP trial has raised suspicions that

cannot be dismissed on the basis of other,

evidence presently availablé.

We find most of the criticism levelled
against the UCDP findings on this point unper-
suasive. The possibilitg that.deaths may have
been allocated to cardiov;éculaf causes prefer-
entially in the groups reéeiving oral therapy
exists, and, in view of the 'nonsignificance' of
differences in total mortality; some reservations
about the c¢onclusion that the oral hyperglycemics
[sic] are toxic must remain. Nonetheless, we
coﬁsider the evidence of harmfﬁlness moderately
strong. The risk is clearly seen in the‘group ‘
of older women* * * Whether it affects all
subgroups qf patients cannot be decided on
the basis of the available data, owing to the
small pumber of deaths involved in these

subgroups* * *
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In conclusion, we consider that in the

light of the UGDP findings, it remains with the

proponenté of the oral hyﬁerglycémics [sic]lt&

conduct scientifically adequate studies to justify

the continued use of such agents.

V. RECENT ADDITIONAL INFORMATION ON SAFETY OF ORAL HYPOGLYCEMIC
DRUGS

.

The more detailed report.on the ;ésults of the phenformin study
was published recently by the UGDP (rxef. 20). In addition to the higher
mortality from all causes and from cardiovascular causes observed in the
phenformin-treated group compared to the other treatment groups, evidence

was presented that phenformin therapy resulted in increased blood pressuré

levels and heart rate, thus suggesting possible mechanisms by which this

drug might influence cardiovascular mortality.

Recently, additional reports relating to the safety of oral hypo-
glycemic drugs have appeared: ‘ ‘ ’ »

1. At hearings before the Subcommittee on Monopoly of thevSelectv'
’Commiﬁtee on Small Business, U.S. Senate, on January 31, 1975, Dr. P. J. )
Palumbo reported that a retrospective study of diabetic patienté treated
at the Mayo Clinic suggests that éurvival was lower in those patients
treated with oral hypoglycemic agents, compared to those patients t}eated
with insulin. The full study has not &et been published.

2. A retrospective study of diabetic patients treated at the
Joslin Clinic, reported in a doctoral thesis (ref. 23), can be interpreted

as providing results that are consistent with those of the UGDP. This

study has not yet appeared in the medical literature.
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3. A positive inotropic effect, i.e., increased force of muscular
contraction, of sulfonylurea agents on the hgart muscle has been demon-
strated (ref. 24 and 25). The increased oxygen requirement resulting
from'such‘an effect could have a deleterious effect in patients with
coronary artery disease. Limited animal studies.also suggest that the
sulfonylurea agents may affect the excifability of heart muscle (ref.
25), which could predispose the heart to develop abnormal rhy;hms, |
particularly in the presence of a decreased oxygen supply. !
; 4. Results from a study on the,chroﬁic effects of tolbutamide in

e i
the rhesus monkey by R. W. Wissler et al. (FDA contract 72-114) indicate
there is an increased frequency and severity of atherosclerotic lesionsé
i; the coronary arteries of the tolbutamide-fed monkeys cqmpared to the§
control monkeys (ref. 26). The final report of this study is under |
review. .

While neither of the two epidemiological studies is a prospective
clinical trial such as the UGDP study, the preliminary reports indicatei
that further information casting doubt on the safety of the oral hypoélf—
cemic drugs may be forthcoming. And, ;lthough,the animaljfindiﬁgs

|
cannot be considered necessarily relevant to the issue of excess cardio-i

vascular mortality in diabetic patients, they indicate that sulfonylureas

may have potentially adverse effects on the cardiovascular system of ?

certain animals which can be detected by appropriate pharmacological and

toxicological tests.

In addition to these reports, two critiques of the Biometrics

Society committee report have recently been published (ref.~27 and 28).3
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VI. DISCUSSION OF PROPOSED LABELING FOR ORAL HYPOGLYCEMIC DRUGS

The judgment of the Commissioﬁer that changes must be made in
the labeling of the oral hypoglycemic drugs to reflect the findings
of the UGDP study is well known from previously published statements.
The Commissioner is therefore proposing labeling in this notice for
public comment and scheduling a public hearing to receive additional
data, information, and views. After consideration of all materials
submitted, the Commissioner will pub}ish final 1abeliAg for oral
hypoglycemic drugs in the FEDERAL REGiéTER.

The warning proposed in this labeling for oral hypoglycemic drugs
is based primarily oﬁ a thorough review and evaluation of the UGDP
study. In proposing the overall labeling, the Commissioner has also
carefully considered:

1. Published reviews, criticisms, and rejoinders to criticisms of the
UGDP study.

2. Other scientific and clinical investigations of the oral
hypdglycemic agents.

3. The advice of experts.

4, Comments submitted to the agency by interested persons.

The.Commissioner reaffirms his conclusion that tﬁe UGDP study is

an adequate and well-controlled clinical trial, which is the most

extensive and detailed examination of long term administration of

hypoglycemic agents yet undertaken. Although the study has shortcomings,

which might be expected in any clinical trial of this complexity,
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the shortcomings do not invalidate the central finding that there |

appears to be an increased risk of cardiovascular mortality

associated with ‘the administration of tolbutamide and of’phen—
formin to maturity-onset diabetic patients, compared tortreatment
with diet alone or diet plus insulin. This conclusion has ‘in the - |
past been reached independently by the UGDP investigators, the |
FDA, and the Biometrics Society committee, and is again affirmed by

the Commissioner. Other clinical trials of these oral hypoglycemic

3

drugs are not comparable to the UGDP study and provide insufficient

evidence to negate‘the findings of the UGDP study.

v

Accordingly, although comments concerning the validitybof tﬁe
UGDP study and its conclusion will be accepted, comments on this
igsue that contribute no new information and only reiterate
publighed criticisms, which have already been extensively reviewed
by the Fooa and Drug Administration, are not congidered‘useful at
this time. '

..The‘Commissioner proposes that a boxed warning concerning the

—

possible increased risk of cardiovascular mortality be included in

the. labeling for these drugs. This warning is Based on the findings

of the UGDP study. The Commissioner emphasizes that the requirement

for such a warning does not depend upon an absolute certainty that

the findings of the UGDP study are correct. ‘Prudénce‘dictates that -
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a warning be issued whenever there is sufficient evidence from
controlled or uncontrolled studies to believe that a drug may be
hazardous or carry a risk-and that such warning is necessary for
safe and effective use of the drug by ohysicians and ‘patients. = The
Federal Food, Drug, .and Cosmetic Act provides no standard for the
amount ot character of scientific evidence required for the issuance

of a narning. The decision to require a warning is a matter of

judgment which must be made in ilight of both the available scientific

evidence and the opinion of experts who interpret that evidence. The

Commissioner believes. that the UGDP: study is a validly conducted trial
and .accepts the opinion of the Biometric Society committee and other
experts that the increased cardiovascular mortality found in this
trial to be associated with these drugs cannot reasonably be attributed

to scientific shortcomings in the study. Under those circumstances,

a clear warning is necessary even though a residual uncertainty over

the correctness of the study may be present. Warnings may properly be

required on the basis of evidence that-falls short of- conclusive proof.

In conformity with Food and Drug Administration policy that

warnings must be presented in unambiguous‘terms without disclaimers

or qualifications that would undermine or destroy their usefulness,

there is no mention in the proposed warning of other studies
involving the oral hypoglycemic drugs. The mention of studies:’
in which increased cardiovascular mortality was not found would
serve only to -encumber the warning and would therefore not be con-

"sistent with revised § 1.3. - Comments concerning the principle of
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an unencumbered warning, which have been received and considered in
conjunction with the proposed revision of 5 1.3 published in the
FEDERAL REGISTER of September 16, 1974 (39 FR 33229), are addressed
in the‘final regulation published elsewhere in this issge of the
FEDERAL REGISTER.

The proposed warning does, however, contain a statement acknbwiedg—
ing the controversy that exists over the interpretation of the UGDP
study and states that, in spite of this, the UGDP findings frovide;
adequate scientific basis for a warning. The purpose of this statement
is to emphasize clearly the basis for the warning. Comments on specific
wording in the proposed warning are invited by this nofice. The Commis—
sioner advises, however, that he does not intend to reopen considération
of the principle of an unencumbered warﬁing’which is embodied in the
final regulation relating to § 1.3.

The Commissioner concludeé that, from the standpoint of patient

safety, it is prudent to apply the possible increased risk of cardio-

vascular mortality for tolbutamide and phehformiﬁ to other‘sulfonylufga
and ﬁigﬁanide‘drugs in view of the similarities in chemical Stt;étute
and mode of action for members within each of these two categories.
This position was endorsed by the‘Endodrinology and Méthbolism Advisory
Committee of the FDA at its meeting on June 28, 1971, but additional

comment at this time would also be appropriate.
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The Commissioner also concludes that a patient population exists

for which these drugs, properly labeled, can be considered as safe and

effective. Marketing therefore may continue. The CommiSSionef is \
2K

proposing, however, that this patient population be limited to patients

with maturity-onset diabetes whose symptoms or blood glucose level

cannot be controlled by diet alone and who cannot take insulin for one

or more of ;he reasons identified in the labeling. This restriction in

labeling has been opposed in the pastxbn the ground that it interfered

with the practice of medicine. The Commissioner recognizes that drug

lébeling impacts on the practice of medicine. For this reason the Food

and Drug Administration has an obligation to ensure that drug labelihg
is as correct and accurate as possible and meets the statutory standard
of describing the conditions of use ;nder which the drug may be considered
safe and effective. fhose limitations on use that properly derive from
a known hazard-of potential risk must, in the interest of gafety; pe
included in drug labeling. This principle is stated in the proposed
‘regulatiops on prescription drug labeling (published in the FEDERAL
REGISTER of April 7, 1975 (40 FR 15392)), time for comment on which has
been extended to August 6, 1975, by notice published in the FEDERAL
REGISTER of - June li, 19?5 (40 FR 24909).

The Commissioner proposes the appended 1a£eling for oral hypoglycemic
agents of the sulfbnylurea and biguanide’categoriés as labeling providing
the essential information .for the safe and effective use of these drugs.

Comments addressed to any portion of the labeling will be considered.
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VII. NOTICE OF PUBLIC HEARING

The Commissioner concludes'thet, to per&it_ma#imum pﬁblic
participation in the development oleabeling requirements for oral
hypoglycemlc drug products, a public hearing shall be held to pro-
vide an opportunity for interested persons to present data, information,
and views on the proposed labeling. This public hearing is ordered’
pursuant to § 2.400(a) (21 CFR 2.400(a)) and shall be conducted in
accordance with the procedures established in Subpart‘E of Part12
of tﬁe regulations. The Cqmmissione;yhas designated J. Richard
Crout; M.D.; Director, Bureau of Drugs,kee be‘the presiding officer
at such hearing, to be held August 20, 1975, beginniﬁg at 9 a.m. in f
Conference Rm. E, Parklawn Bldg., 5600 ?ishers Lane, Rockville, MD ;
20852, ’

interested persons who wish to make an oral presentation at
the hearing sgall file a written notice of appearance with the

Hearing Clerk, Food and Drug Administration, Rm. 4-65, 5600 Fishers

Lane, Rockville, MD 20852 by close of business August 6, 1975, The
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notice of appearance shall state the approximate amount of time
requested by the person for presentation. It shall also give the
teiephone number of the person to be contacted regarding the schedule
for presentation. Individuals and organizations with common interests
are strongly urged to consolidate or 'coordinate their preseﬁtations
because of the limitations‘of‘time.

By August- 11, 1975, the Food and Drug Administration will communicate
by telephone with each ﬁerson~who reéquested an opportunity to be ﬁeard,
regarding the time his or her oral presentation is scheduled to begin
anpd the amount of tiﬁe allocated for his or her presentatioﬁ. The
Food and Drug Administration may réquire joint presentations by persons
sharing commbn views; The Food and Drug Administrétion will prepare a
heafihg schedulé, listing the participanfs and the time allotted to each,
which shall be filed with the Hearing Clerk and a copy mailed to each
participant.

Thé hearing will be trénscribed. Any iﬁﬁerested person may, consis-
tentiwifh‘the orderiy éonduct of the meeting, also record or otherwise
make his or her own téanscribt‘of the ﬁeeting. Eaéh,participant may
use the allotted time however he or she desires, consistent with
decorum and order, and may present ﬁrit;en data, information or views
for inclusion‘in the record of thg hearing. Any person who desires to
submit an advance written statement may do so in quintuplicate to the

Hearing Clerk. All written comments and statements submitted before
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August 15, 1975, will be reviewed by the presiding officer prior to
the hearing, so that full repetition at the hearing willebe unnecessary;
A participant may be accompanied. by any number of additioeél personsi
If a participant is not present when his or her presentation is
scheduled to begin, the participants following‘will be taken in ordeé.
An attempt will be made to hear any scheduled participant who missesi
his assigned time at the conclusion of ehe hearing. Other interested
persons attending the hearimg who did not request an qpportuﬁity to |
speak will be given an opportunity tewpake oral presentations at theé
conclusion of the hearing to the extent that time permits.
The presiding officer, as well as any other Food and Drug Admin#
istration employee serving with him as a panel, may question any

participant during or at the conclusion of his presentation. No other

persons attending the hearing may question a participant. The |
: i

presiding officer may allot additional time to any participant if he

concludes that it is in the public interest, but may not reduce the

time allotted to anyonme.
The: record of the hearing will remain open until September S 1975,

for the submission of any additional written statements or comments
|
!

regarding oral presentations made at the hearing.
No written submission, or any portion thereof, made in response to
this notice shall be’ received or held in confidence. The administrative

record of this rule making proceeding shall consist of all relevant

FEDERAL REGISTER notices and the documents to which they refer, all j

56-592 O - 75 - pt, 28 -'17
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written submissions made in response to this notice, and the transcript
of the oral hearing made by the Food and Drug Administration. The
administrative record of the proceédingkshall be made available for

public examination.

VIII. PROPOSED REGULATION FOR THE LABELING
OF ORAL HYPOGLYCEMIC DRUGS

. Therefore, pursuant to provisions of the Federal Food, Drug, and
Cosmetic Act (secs. 502, 505, 701(a), 52 Stat. 1050-1053, as amended,
1055 (21 u.s.c. 352, 355, 371(3))) and. under authority delegated ‘to him
(21 CFR 2.120), the Commissioner proposes that Part 310 of Subchapter D
of Title 21 of thé Codé of Federal Regulations be amended by adding a

new § 310.510 as follows:

§ 310.510 Labeling for oral hypoglycemic drugs.

(a) An adequate and‘wellfcontrolled clinical trial (the University
Group Diabetes Program study) has indicated that there appears to
be an increased risk of cardiovascular mortglity associated with
the'administration of tolbutamide and of phenformin (oral hypoglycemic
drugs of the sulfonylurea and biguanide categories, respectively) .
to maturity-onset diabetic patients as compated to treatment with
diet alone or diet plus insulin. The Commissioner concludes that
in view of the gre#t similarities in chemical structure and mode of
action for drugs within'eacﬁ of théée two categories, it is prudent

from a safety standpoint to conmsider that the possible increased
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risk of cardiovascular mortality for tolbutamide and phénfdrmin also

applies to other sulfonylurea and biguanide drugs. Therefore, the

labeling for oral hypoglycemic drués shall describe properly the
‘ conditions for their use and include a warning concerning the poséible
increased risk of cardiovascular mortality associated with such uses‘
as set forth in paragraphs (b) and (¢) of this section.
(b) Labeling for oral hypoglycemic drugs of the sulfonylureé~"

categofy shall be as follows:
DESCRIPTION

(frade name, established name) is an oral
blood-glucose-lowering drug of the sqlfqnylﬁrea
category. It is a white, crystalline compound,
formulated as a tablet-for oral admimistration.

. (Manufacturer to add struétural formula and other

appropriate information.)

ACTIONS

Administration of (drug) appearé to lower the
blood glucose initially by stimulating the release
of insuliﬁ from the pancfeas; the effecg is
thus dependent on functioning beta cells‘in
thebpancreatic islets. The mechanism by which
(drug) lowers blood glucése during long term
administration has not been clearly éstablished.
Many patients wh§ at first demonstrate an édequate

glucose-lowering effect with a sulfonylurea
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agent subsequently prove to be no longer satis-
factorily responsive, i.e., secondary failure
may occur.

(Manufacturer to supply information about:

1. .Absorption.

2. Metabolism and excretion.

3. Plasma half-life and.the effect of
hepatic or renal impairment on blood levels,
metabolism, and excretion.

4. Peak and duration of glucose-lowe?ing
effect, indicating the duration of effect rela-
tive to the class of sulfonylurea agents, e.g.,
shortest acting, longest acting, etc.

5. Mgchanism of drug interaction with

agents that impair or potentiate drug effect.)
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INDICATIONS

T
(Drug) is indicated to confrollsymptoms Aue

to hyperglycemia in p;tients with maturity-onset
nonketotic diabetes mellitus whose symptoms
cannot be controlled by diet alone and in
whom insulin cannot be used because .of patient
unwillingness, efratic adherencé to the injection
regimen, poor vision, physical or mental handicap,
insulin allergy, employﬁent requirements, or
other similar factors.

(Drug) may also be used to lower blood glucose
in asymptomatic patients whose blood glucose
elevation cannot be controlled by diet alone and
in whom insulin cannot be used for any of the
above reasons. In considering the use of
(drug) in asymptomatic patients, it should

be recognized that whether or not controlling

the blood glucose is effective in preventing the i

long term cardiovascular or neural complications

\ of diabetes is an unanswered séientific question.

The use of (drug) may be assqciated with an
increased risk of cardiovascular mortaiity'aé %
compared to diet alone or diet plus insuling éee

WARNINGS. TFor this reéson, it should be used only
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when the advantages in the individual patient

o
justify the potential risk. The.patient should

-

be informed of the advantages and potential

4

risks of (drug) and of alternative modes'of

therapy and should participate in the decision

to use this drug.,

W

The foundation of therapy in the obese
maturity~onset diabetic is caloric restriction
and weight loss. Proper dietary management
alone is often effective in controlling the
blood glucose and eliminating symptoms of

polydipsia and polyuria. Use of (drug) must be

considered by both the physician and patient as

——

a treatment in addition to diet and not as a

substitute for diet or as a convenient mechanism

for avoiding dietary restraint. ,

Many patients who are initially‘responsive
to oral hypoglycemic drugs become unresponsive
or poorly responsive over a period of time,

usually 1 to 5 years. (Drug) should be given

only to patients demonstrated to be responsive

to it; see DOSAGE AND ADMINISTRATION for dis-
Sa————tay N

cussion of secondary failure. Short term
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administration of (drug) may be sufficient !

" during periods of transient loss of control.

“ ‘ : /
Concomitant Therapy With a Biguanide: /

(Drug) may be used in conjunction‘with phen-—
formin. to control symptoms due to hyperglycemia in
patients with maturity-onset nonketotic dia-
betes mellitus whose symptoms cannot be conttoiled
by‘diet and maximum recommeénded doses of eithér
drug alone ard in whom insulin éannot be used
for any of the reasons cited above.

In considéring the use of: concomitant
therapy; it should be noted tha£ both a

! suifonylureé drug (tolbutamide) and a biguanide i
drug (phenformin) have béen fépofted to be

associ;ted with increased cardiovascular mortality;

see WARNINGS. 1In additibn, phenformin can :



13506, COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

produce lethal lactiec acidosis in some patients.

Thus the use of (drug) in association with

phenformin carries a greater r i e_use

of (drug) alone.

———

If a judgment is made that (drug) and phenformin

’:re to bé u#ed together in a particuiar patient,

. it should be established‘that the patient is
responsive to both drugs. This may be accoﬁplished
either by a trial of eaé¢h h?ug separately or
by adding the second drug-and then tapering £he” .
-dosage of the first, observing‘for diminished
control of blood glucose. Once the need for both
drugs is established, the desired control of

; bload sugar may be obtained by adjusting the
dose of either drug. The possibility of hypoglycgmié
should be anticipated and appfopriate Precautioﬁs
taken. Bee package iﬁserf fof:pﬂenformin hydrochiofide
for CONTRAINDICATIONS, WARNINGS, PRECAUTIONS,

ADVERSE REACTIONS, and DOSAGE AND ADMINISTRATION.

CONTRATNDICATTIONS

" (Drug) is Qontraindicated in patients with:

1. Kﬁbwn hypersensitivity or allergy to the
drug.

’2. Diabetic ketoacidosis, with or without

coma. Such patients should be treated with insulin.
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WARNINGS -

SPECIAL WARNINGS ON CARDIOVASCULAR MORTALITY .

J

(This éubsection of labeling'to be boxed, set in ;

boldface type, and placed at the beginning of

WARNINGS section of labeling.

The administration of oral hypoglycemic drugp may

be associated with increased cardiovascular mortality
‘as compared to ﬁreatment with diet alone or diet plus

insulin.

the University Group Diabetes Program (UGDP), a long

term prospective clinical trial designed to evaluate

the effectiveness of glucose-lowering drugs‘in prevent-

ing or delaying vascular complicationé in~§atient5vwith
maturity-onset nonketotic diabetes. The study involved
1,027 pétients who were randomly assigned to one of
five treatment groups (Diabetes, 19 (supp.‘Z)é ‘
747-830, 19705 Disbetes, 24 (supp. 1):65-184,

11975).

13507

- This warning is based on the study conducted by —’f( ?
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The UGDP reported that patients treated for 5
to 8 years with diet plus a fixed dose of tolbut-
amide (1.5 grams per day) or diet plus a fixed dose of

phenformin (100 milligrams per day) had a rate of cardio-

vascular mortality approximately twice that of patients

treated with diet alone or diet plus insulin. -

Total mortaliiy was increased in both the télbut-
amide- aﬁd phenformin-treated groups, but’fhis
increase was stafisticall§ significant only for
phenformin, Despiﬁe controversy regarding thé
interpretation of thesekreéults, the findings

of the UGDP study provide adequate scientific .
basis for this'warning. ‘

Although only one drug in ﬁhe sulfonylurea
category (tolbutamide) énd_one in éhe bigﬁanide
category (phenformin) were inclpded in this
study, it is prudent from a safety standpoint
to consider that this result may also apply to other
oral hyﬁoglycemic drugs in these categérieé, in
view of the close similaritieéwin mode of action
and chémical structuré amongvthe drugs in each

category.
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. (Drug) should be used in preference to insulin
only in patients with maturity-onset diabetes
whose sympfoms or blood élucose level cannot be con-
troLled by diét alone and only when the advantages
in the individual patient justify the potential

risk; see INDICATIONS. The patient should be

informed of the advantages and potential risks

of (drug) and of alternative modes of therapy

and should participate in"the decision to use’

this drug.

(Drug) is not effective in patients with juvenile

diabetes or insulin-dependent diabeteés at any age. Such

09

patients should be treated with insulin. The concomitant
. long term use of insulin and (drug) in an individual

patient is, in view of thé potential risk of increased cardio-
vascular mortality with (drug), less safe on a benefit—

risk basis than the use of insulin alome.
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The effectiveness of any oral hypoglycemic drug,
including (drug), in lowering blood glucose to a desired

level decreases in a large number of patients as the

drug is administered over a period of months or years,

in part because the patient's blood glucose tends to

rise over time and in parf because of diminished

responsiveness to the drug. This phenomenon is known

N

as secondary failure to distinguish it from‘primary
failure in which thevdrug,ié ineffective in an
individual patient at the time of its initial adminis-—
tration. See DOSAGE AND ADMINISTRATION.

Renal or hepaéic insufficiency may cause
elevated blood levels of (drug) and increase the risk
of sgrious hypoglycemic reactions.

Pregnancy: (Data and interpretation related to
reproduction and teratology studies to be supplied by
manufacturer). ' '

Prolonged severe hypoglycemia (4 to 10 days) has
been reported in neonates born to mothers who were
reéeiving a sulfonylufea drug at the time of delivery.
Neonatai hypoglycemia has been reported more frequently

following use of the longer-acting agents. If (drug)
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is used during pregnancy, it should be discontinued

(time period to be supplied by manufacturer) before

the expected delivery date.
PRECAUTIONS

gxégggxcemia: All sulfonylurea drugs are
capable of pféducing severe hypoglycemia. - Particularly
susceptible are elderly patients, patients with impaired
hepatic or renal function; patients who are debilitated or
malnourished, and patients with adrenal or pituitary
insufficiency. Hypéglycemia is more likely to occur

when caloric intake is deficient, after severe or

EESEEEESE_EESEEEESi-Or when more than one glucose-~
lowering drug is used. k

" (To be inserted for chlorproéamide only:) Because
-of the long half-life of chlorpropamide, patients who
become hypoglycemic during therapy reduire careful
supervision of the dose for at least 3 to 5 days,
during which time frequent feedinés ére essential. Itb

may be necessary to hospitalize such patients and give

intraveﬁous glucose.

Certain drugs may potentiate the hypoglycemitc
action of (drug), including phenylbutazone, oxyphen-
butazone, salicylates, sulfonamides, chloramphenicol,
probenecid, éoumarins, monoamine oxjdase inhibitors,

and beta-adrenergic blocking agents. See ACTIONS.
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When such drugs are administered to a patient receiving
(drug), the patient should be observed closely for
hypoglycemnia.

Loss of Control of Blood Sugar: When a

patient stabilized on any diabetic regimen is
exposed to stress such as fever, trauma, infection,
r surgery, a loss of control may occur; vAt

such times it may be necessary to discontinue
(drug) and administer inéﬁlin.

Ceftain drugs tend to produce hyperglycemia
and may lead to loss of control. These drugs
include the thiazides and other oral diuretics,
corticosteriods, and (to be supp;ied by manufaéturer).
When such drugs are administered to a patient
receiving (drug), the patient should be carefully
observed for loss of control.

Pseudo-albuminuria (tolbutamide only):

Urine containing_a tolbutamide metabolite may
give a‘falée positive reaction for albumin if
the acidification-after-boiling test is uéed,
be;ausé this procedure causes the metabolite to
precipitate as flocculent particles. Use of fhe

sulfosalicylic acid test circumvents this problem.
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ADVERSE REACTIONS

Hypoglycemia: See PRECAUTIONS.

Gasﬁrointestinal.Reactions: Cholestatic

jaundice may éccur rarelygﬂ(drug) shoul& bé‘

discontinued if this occurs. ’
Gastrointestinal disturbances, e.g.,‘

nausea, epigastric fullness, and heartburn are

' the most common reactions, occurring in (manu-

facturer to suﬁply estimate of iﬁcidence). They,‘

tend to be dose related and may disappear whenv

dosage is reduced. ‘

Dermatologic Reactions: Allergic skin reac-

tions, e.g., pruritus, erythema, urticaria, and
morbilliform or maculopapular eruptions occur
(manufacturer to ﬁrovide estimate of incidence).
Tﬁese may be transient and may disappéar despite
céntinued use of (drﬁg);xif skin reéctiong :
persist; the drug should be discontinued.

Porphyria cutanea tarda and photosensi-
tivity reactions have been reported.

Hemafologic Reactions: Leukopenia,

agranulocytosis, thrombocytopenia, hemolytic
anemia, aplastic anemia, and pancytopenia have

been reported.
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Metabolic React}ons: 'Hepatic porphyria,

“disulfiram-like reactions (manufacturer to
supply further details).
(To be inserted for chlorpfopamide only:)

Endocrine Reactions: On rare occasions

‘(drug) has caused a reaction identica1 to the
syndrome ofkinapprbpriate antidiuretic hormone
(ADH) secretion. The features of this syndrome
result from excessive wéﬁgr retention'and include

hyponatremia, low serum osmolality, and high

urine osmolality.

DOSAGE AND ADMINISTRATION

There is no fixed dosage regimen for the
management of diabetes mellitus with (drug) or
any other agent. In addition to the usual monitor- .
ing of urinary glﬁcose, the patient's bl&d& glucose
must also be monitored periodically:

‘a. To determine tﬁe ninimum drug dosage
that will lower the blood glucose adequately.

5. To detect primary failure, i.e.,
inadequate lowering of blood gluébse,when the
drug ié first used,‘even though dose has been

raised to the maximum level recommended; and
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c. To detect secondary failure, i.e.,
loss of adequate blood-glucose-lowering response
after an initial period of effectiveness. (Drug)
should be discontinued, with éareful monitoring
of blood glucose at least annually to be certain
,fhat (drug) is-continuing to lower :the blbod
glucose.
Short term administration of (drug) may be ‘
sufficient during periods of t;ansieﬁt loss of
control. l
(Manufacturer to supply the following
details of dosage for each sulfonylurea: s -
1. Usual starting dose. k ‘
2, Maximum dose.

3. Dose beyond which a response is usually
not seen if patient has not already had some
response. ‘

4, Usual maintenance dose.

5. Dosage'interval, with reasons, €.g.,
avoid CI tolerance, short half—life‘of drug, etc.

‘6. Caution regarding dosage in elderly.)

HOW SUPPLIED

:(Tp be supplied by manufacturer.)

56-592 O - 75 - pt. 28 - 18
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(c) Labeling for oral hypoglycemic drugs of the biguanide

category shall be as follows:
DESCRIPTION

(Trade name, established name) is an oral .
blood-glucose~lowering -drug of the biguanide
category. It is a white, crystalline, water-
soluble compound, formulated as (to be supplied
by firm) for oral adminisération. (Manufacturer
to add structural formula and other appropriate

information).
ACTIONS

The mechanism of action of phenformin is

not established but its abiliﬁy to cause increased
" peripheral glucose uptake in vitro appears to be
related to its inhibition of cellular oxidative
‘processes. It does not stimulate insulin prdduction.
Many patients wﬁo at first‘demonsttaté‘an adequate
glucose~-lowering effect with (drug) subsequently
prove to be no longer. satisfactorily responsive,

i.e., secondary failure may occur.
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(Manufacturer to supply information about:

1. ‘Absorption.

2. Metabolism and excretion.

3. Plasma half-life and the effect of hepatic
or renal impairment on blooa levels, metabolism,
and excretion.

4, - Peak and duration of glucose—lowéring
effect. -

5. Mechanism of drug interaction with agents

that impair or potentiate drug effect.)
INDICATIONS

Identical to sulfonyluréa label, except:for
substitution of the following section relating
to concomitant therapy:

Concomitant Therapy:

Phenformin may be used in conjunctionfwith
a sulfonylurea to ;ontrol'symptoms due to
'hypérglycemia in patients with maturity;onset
ﬁonketotic_diabetes mellitug'whdse symptoms
cannot be controlled‘by diet and maximum
recommended doses of either drug alone and
in whom insulin cannot be used for any of the

reasons cited above.
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In considering the use of concomitant

'therapy, it should be noted_tha; both phen-
formin and a sulfénylurea drug (tolbutémide)

- have been reported to be associated with increased
cardiovascular mortality; see WARNINGS. Thus
the use of phenformin in association with a
sulfonylurea may carry a greater risk than the
use of phenformin alone.

If a judgment 1s made thét phenformin ﬁnd
a’sulfonylurea are to be)used together in a
particular patient, it should be established
that the patient is responsive to both drugs.
This may be accomplished either by a trial
of each drug separately or by adding the second
drug and then tapering the dosage of the firét{
observing for diminished control of biobd
glucose. Once the needffor both drugs is
established, the desired control of blood sugar
may be obtained by adju;ting the dose of either
drug. The poséibility of hypoglyéemia shoﬁid
be an;icipated, and appropriate precautions
taken. See package insert for the appropriate- .
sulfonylurea for CONTRAINDICATIONS, WARNINGS,

PRECAUTIONS, ADVERSE REACTIONS, and DOSAGE AND

ADMINISTRATION.
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CONTRAINDICATIONS

(Drug) is contraindiéated in patients with:
1. Known hypersensitivity or allergy to the
dfgg. . ‘ ' v e i
2. ‘FA history of lactic acidosis. 1
3. Disease states associat‘ed with hypoxemia
including cardiovascular collapse and acute myocardial
infarction.
4, Severe renal disease.
5. Alcoholism,

6. Diabetic ketoacidosis with or without coma.

Such patients should be treated with insulin.
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WARNINGS

SPECIAL WARNING ON CARDIOVASCULAR MORTALITY

(Identical to boxed, boldface -sulfonylurea labeling.)

(Drug) is not adequate therapy in patients
‘with juvenile diabetes or insulin-dependent dia-
betes at any age. Such patients should be treated
with diet and insulin. The ‘concomitant long term
use of insulin and (drugj in an individual patient
is, in view of the risk of increased cardiovascular
mortality with (drug), less safe on a benefit-risk
basis than the use of insulin alone.

The effectiveness of any oral hypoglycemic
- drug, including (drug), in lowering blood glucose
to a desired level decreases in a large number of
patients as the drug is adyinistered over a period

of months or years, in part because the patient's

.
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blood. glucose tends to rise over time and in part
because of diminished respongivenéss: to the drug.
 This pheriomenon is known as secondary failure, to
distinguish it from primary failure in which the
drug is ineffective in an individual patient at the
time of its initial administration. See DOSAGE AND
ADMINISTRATION.

Lactic Acidosis: ~Thefe have been numerous
reports of lactic acidosis in patients receiving®
phenformin: Lactic acidosis is an often fatal
metabolic acidosis characterized by elevated
blood lactate levels, an increased lactate-to-

. pyruvate ratio, and decreased blood pH. Azotemia

ranging from mild -to severe is present in most

of the reported cases of lactic. acidosis. Azotemia
caﬁ result from dehydration, and some patiéﬁts k
developing lactic acidosis associated with azotemia
have had normal serum creatinine levels when
properly hydrated. The following specific pre-
cautions should be observed when adminiséering

' phenformiﬁ:
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a. - Impairment of renal function increases
the risk of lactic.acidosis,  -Renal function
tests, such as serum creatinine, should be
performed prior- to phenfofmin therapy and at
least annually thereafter. Phenformin should
not be used in patients with impaired fenal
function, e.g., serum creatinine over 1.5 milli-
grams/100 milliliters, except in extraordinary
clircumstances. R s

b. Cardiovascular collapse (shock), con-
gestive heart failure, aéute myocardial infaretion
and other conditions characterized by hypoxemia
have been associated with lactic acidosis and

also may cause prerenal azotemia.' Use of phenformin

. in-patients particularly prone to develop such

conditions must be carefully considered and the
risks weighed against possible benefits. . When

such events occur in patients on phenformin

therapy, thée drug should be discontinued promptly.

c. Gastrointestinal disturbances are the
most common adverse reactions to phenformin therapy.
These symptoms must be distihguished from the

symptoms of developing lactic acidosis.  Anorexia
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and mild naugea are common side effects of phen-
formin, particularly upon initiationkof therapy.
Nausea, vomiting, malaise, or abdominal pain-
may herald the .onset of lactic acidosis. The
patient should be instructed to notify the
physician immediately at the onset of any of
these gastrointestinal symptoms or of hyperven-
tilation, -~ Phenformin should be withdrawn until
the situation is clarified by determination of
serum electrolytes and ketones, blood glucose,
and, if indicated, blood pH, lactate, ané pyruvate
levels.

d. Lactic acidosis has a significant
mortality ‘and, when suspected, must be treated
promptly by discontinuing phenformin and giving
bicarbonate infusions and. other appropriate
therapy even before the results of lactate
determinations are available, Lactic acidosis
should be suspeéted in any diabetic patient
with metabolic acidosis in the absence of ketonuria
and keéonemia,'ufemia, and methanol or salicylate

poisoning;
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e, The physician should use special caution
after initiating phenformin therapy, after in-
creasing the drug dosage, and in circumstances
that may cause dehydration leading to impaired
renal function,

£. Alcohol is known to potentiate the:
effect of phenformin in elevating blood lactate
levels, and patients should be warned against
excessive alecholic intake while receiving
phenformin.

g. Impaired hepati¢ function has been
associated with some cases of lactic acidosis.,
Particular caution must be observed when admin-—

istering (drug) to ﬁatients with hepatic disease.
. | )
Pregnancy: (Data and interpretation related

to reproduction and teratology studies to be

supplied by manufacturer).

PRECAUTIONS

Hypoglycemia: Hypoglycemia is unusual
in patienté»receiving (drug) alome, but may

occur when caloric intake is deficient, when

strenuous exercise is not compensated by caloric

supplementation, or when more than one hypogly-
e

cemic drug is used.
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(Manufacturer to supply paragraph on potentiating

drugs.)

Loss of Control of Blood Sugar: Identical

to sulfonylurea labeling.

Change in Clinical Status of Previously

Controlled Diabetic: A diabetic patient previously
well-controlled on phenformin who develops
laboratory abnormélities or clinical illness
(especially vague and p@brly defined illness)
should be evaluated ﬁromptly for evidence of
ketoacidosis or lactic acidosis, Evaluation
should include serum electrolytes and ketones,
blood glucose, and, if indicated, blood pH,
lactate, and pyruvate levels. Aciaosis of either
form necessitates withdrawing phenformin and
initiating other appropriate corrective measures.

Starvation Ketosis: This must be

differentiated from insulin-deficient ketosis
and is characterized by ketonﬁria.with.little

or no glucosuria and relatively normal blood
glucdse levels. This may result from excessive
dosage of phenformin or insufficient carbohydraée

intake.
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ADVERSE REACTIONS

Hypoglycemia: See PRECAUTIONS.

Gastrointestinal Reactions: - Gastrointestinal

disturbances such as anorexia, nausea, vomiting,
and diarrhea are the most common adverse reactions
(manufacturer to supply frequency) and‘are dose
related, These symptomé must be distinguished
from the prodromata of lactic acidosis.‘ See
WARNINGS éection for di;cussion of lactic acidosis.
They may also cause dehydration énd prerenal
azotemia, which require discontinuation of the
drug until renal function is again normal.
Phenformin should be discontinued if vomiting
occurs, An unpleasant metallic taste is a
warning signal of impending gastrointestinal
disturbances. k

Dermatologic Reactions: (Manufacturer to

supply data, including estimate of incidence.)

Miscellaneous Reactions: Fatigue and

weakness., Anorexia, nausea, and vomiting may

occur in association with the intake of 'alcohol.
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DOSAGE AND ADMINISTRATION

There is no fixed dosage regimen for the
management of diabetic mellitus with (drug)
or any other agent. In addition to the usual
monitoring of grinary glucose, fhe patient'é
"blood glucose must also be ‘monitored periodically:
a. To determine the minimum drug éosage
that will lower the blood glucose adequately.
b. To detect priméry failure, i.e.,
inadequate lowering of the blood glucose when
the drug is first used, even though dose has
been raised to the‘maximuﬁ level recommended.
c. To defect secondary failure, i.e.,
loss of adequate‘blood—glucose—lowering reéponse
after an initial period of effectiveness.
Drug should be discontinued with careful'monitoriﬁg
of blood glucose at least annﬁally to be certain
that (drug): is continuing to lower the blood
'glucose.
Short term administration of (drug) may be
sufficient during periods of transient loss of

\

control,



13528 COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

(Manufacturer to supply the following
details of dosage:
1. Usual starting dose.
2, Makimum dose.
3. Dose beyond which a response is usually
not seen if patient has not already had some response.
4. Usual maintenance dose. ’
5. Dosage interval, with reasons, e.g.,
avoid GI intolerance, short half-life of drug, etc.

6. Caution regarding dosage in elderly.)
HOW SUPPLIED

(To .be supplied by ménufacturer.)

(d) Each holder of an approved new drug application for an oral
hypoglycemic agent shall subm;t a supplémentkto his application under
the provisions of § 314.8(d) of this chapter to provide for labeling as
described in paragraphs (b) and (c) of this section. The labeling in
such supplement shall be identical in wording to the labeling in paragraphs
(b) or (c) of this section where precise wording is specified, shall
provide information on each of the points where wording is delegated to
the manufacturer, and shall contain no additionaibor’extraneous information. .
Such supplement sﬁall be submitted within 10 days after (effective date
of the final regulation). Any oral hypoglycemic drug with labeling not
in compliance with this section and shipped into interstate commerce
after (60 days after effective date of the final regulation) shall be

subject to regulatory action.
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Interested persons may, on or before finsert date 60 days after

|
date of publication in the FEDERAL REGISTER), submit to the Hearing ‘

Clerk, Food and Drug Administration, Rm. 4=65, 5600 Fishefs Laﬂé,

Rockville, MD 20852, writt:én comments regarding this proposal. Comméni:s
shall be filed in quintuplicate and shall be identified with the Hearix%;g
Clerk docket number found in the document heading. Received comments |

may be seen in the above office during working hours, Monday through

-

AN, Qi

Friday.

Dated: l )(“1‘1 IQ /J-\/
Vo
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%ﬁmn |

|
|
June' 10,1975

Alexander M. Schmidt, M.D.

Commissioner,

Food and Drug Administration

Federal Building 8

200 "C" St. 8.W.

Washington, D.C. 20204 : .

Dear Dr., Schmidt:

This letter is to urge immediate publication of a warhing to
patients and -doctors about all oral drugs used to treat diabetes.
New evidence from four previously unreported studies combined with
‘previous evidence demands this action to prevent the unnécessary
death of thousands of diabetics and waste of more than 100 million
dollars a year on these drugs.

It is now five years since the University Group Diabetes
Program (UGDP) reported that there was a significant excess cardio-
vascular mortality in patients taking an oral diabetes drug
{(tolbutamide-ORINASE)} . Although Eromulgation of an FDA-proposed
warning label for all such drugs™ was enjoined in 1972 by a Federal
District Court, this was reversed in July, 1973 by the U.S. Court
of Appeals. Thus, the FDA has delayed for almost two years the

1. "Although the specific sulfonylurea drug studied by UGDP was
tolbutamide, the conclusions apply equally to all sulfonylureas~-
Diabinase, Orinase, and Tolinase-~because of their close chemical
relationship."” "...the conclusions apply to DBI and Meltrol as
well" (FDA Dxug Bulletin, May 1972).

LEADING ORAL "ANTIDIABETES" DRUGS
TOTAL PRESCRIPTIONS PER YEAR FOR U.S.

Diabinase (Pfizer) 5,845,000 6,201,000 +7.8%
Orinase (Upjohn) ' 5,290,000 . 4,998,000 ~5.5%
DBXI . (Geigy) 4,035,000 4,282,000 +6 1%
Dymelor (Lilly) 1,553,000 1,462,000 -5.8%
Tolinase (Upjohn) 1,468,000 » 1,975,000 +34.6%
Total Prescriptions 18,369,000 19,381,000 L +5.5%

(including all oral drugs)
(National Disease & Therapeutic Index, 1972 & 1973, LEA Inc., Ambler,PA.)
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publication of a warning label which would, 'if properly worded,
cause most adult diabetics to be taken off these dangerous,
ineffective, and expensive drugs. . :
puring this interval of irresponsible delay by the FDA, approxi-
mately 250 million dollars worth of these drugs have been consumed
in this country alone and, according to experts, 20,000-30,000
unnecessary deaths due to these drugs have probably cccurxed.< Of |
“the 1.5 million people currently using these drugs, it is estimated
that 80% to 90%, at least, could be controlled as well 'or better--
and certainly mgre safely--by diet or, in a very small number of
cases, insulin. ‘ : : ’ ;
Although the published medical literature contains -ample
evidence of the increased risk of death and lack of efficacy of :
these drugs, the FDA is aware of four additional studies the results
of which have not yet been made known to the public. A brief review
of these studies follows: :

1. Unpublished Study on Mortality in Joslin Clinic Patients

Although many doctors who have been wedded to the 'idea that
these pills benefit diabetics have attacked the findings of the
UGDP study, none have been as vocal as the doctors of the Joslin
Clinic in Boston. Aside from organizing the law suit against the
FDA to block promulgation of the warning label. three years ago,

Dr. Robert Bradley (Joslin Director) and his cohort have devoted '
considerable time to presentations at drug-company -financed meetings
around the country aimed at maintaining doctors "faith" in these !
drugs. It is thus all the more striking to £ind that a study of

the Joslin Clinic’s own patients yields results similax to those
found by the UGDP.

A Harvard Ph.D. thesis by Paula Kanarek entitled “Assessing
Survival in. a Diabetic Population” and dated January 1973 wés a
retrospective study of 6300 patients at the Joslin Clinic. Begun
after the UGDP study, its stated purpose was to study the effect
of various types of therapy on the survival of diabetic patients,
particularly to see “if individuals treated with tolbutamide
(ORINASE) are more likely to die from cardiovascular causesi..”

The results of the study showed that: .

a)“For individuals. who survive at least 5 years, however, the
relative survival experxience for persons receiving tolbutamige
is worse in all cases than that of those on diet..." (p. III—lG)
R '
b)"...certainly in all risk categories, the probability of i
dying from cardiovascular causes in 5-10 years was consistently
higher in the tolbutamide group than in the diet group-(III-lZ)}

2. Senate Hearings on Oral:Hypoglycemic Drugs, Sept. 1974,_p.10803.

3. J.A.M.A., 232, 854, May 26, 1975.

56-592 O - 75 - pt. 28 - 12
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c)"...the results of this observational study suggest that the
findings of the UGDP may be generalized to other diabetic
populations.” (III-23)

2. FDA-Sponsored Study of the Effect of Tolbutamide on Development
of Coronary Artery Diseage in Monkeys

~ This study, FDA contract #72-114,was done by researchers headed
"~ by Dr. Robert Wissler, Professor of Pathology at the University of
Chicago. Begun in 1972, the final report was submitted to FDA in
February, 1975.

Monkeys were placed on an "Average American Diet" and one-half
were given tolbutamide at a ‘dosage comparable to that taken by
diabetics. The study was continued for two years with the following
findings:

a) Coronary artery disease was found two times more often in
animals taking tolbutamide than in animals on diet alone.

b) The coronary artery disease caused by the drug was three

times more severe than that developing spontaneously from the
diet alone.

Although the UGDP and Joslin studies showing increased death
in humans from cardiovascular ‘disease due to theése druys are clear
enough, the Wissler study is the first experimental confirmation of
the mechanism whereby the human deaths ahve occured. Since it has
been known for more than 30 years that most ‘diabetics die from -
cardiovascular complications, such animal studies should have
preceded marketing.

3. A Study by Dr. C.R. Wu,, et al., of New Jersey Medical School,
presented May 3, 1975 in Atlantic City at the American Federation
for Clinical Research Mmeeting also looked at the effect of tolbut-
amide on the heart of diabetic dogs. At therapeutic doses (equivalent
to those taken by diabetic patients) the function and structure of
-the heart was worsened by 1 year of treatment with tolbutamide.

4. Unpublished Study of Joslin C;iaic Patients Showing Lack of
Efficacy of 4 Oral Diabetes Drugs. .

In addition, we have just obtained a copy of a study by
researchers at the Joslin Clinic which clearly demonstrates that
the oral antidiabetic drugs fail to achieve their intended "beneficial®
purpose, namely lowering of blood sugar. N ’

365 adult-onset diabetics were- placed on an individualized diet
‘and given either .a.placebo, tolbutamide (ORINASE), chlorpropamide

4. The Effects of Long Term Therapy with Oral Hypoglycemic Agents
on the Oral Glucoseé Tolerance Test Dynamics in Chemical Diabetics
{Tan, Graham, Bradley et.al.) :
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(DIABINASE), phenformin (DBI) or acetohexamide (DYMELOR) . At' the end
of four yzars on diet and either placebo or one of the four drugs, |
there was no evidence that anv of the four druds improved glucose
tolerance more than diet and a placebo. :
This study, although completed more than 2 1/2 years ago and
presented in summary form at a meeting of the American Diabetes
Association June 23, 1973, has never been published. It is likely
that one or both of the following factors are responsible for its
non-publication: :

{
i

1. The Joslin Clinic is the center of advocacy (aside from the
drug companies) for the use of these diabetes drugs.

2. The study was supported by Upjohn (makers of Orinase and
Tolinase), Lilly (Dymelor) and Pfizer (Diabinase).

The- degree to which the Joslin clinic adheres to their Fféith“}
in these drugs despite all the evidence--including data from their :
own patients--to the contrary can be seen in the testimony of Joslin
Director Dr. Robert Bradley before the Senate hearings last fall:

“Data from the UGDP Study have thus far contributed nothing
to the controversy regarding the effectiveness of blood sugar
control and...the results cannot at present be extrapolated
to the diabetic population at large." Select Committee on
Small Business (p. 10986).

If the UGDP study didn't convince Dr. Bradley, surely the combination
of increased mortality and lack of efficacy of these drugs in his own
Clinic should. |

WARNING LABEL AND MALPRACTICE

At the heart of opposition by ‘both drug industry and doctor |
opposition to the proposed warning label is the question of medical :
malpractice. A strong label, warning against using the drugs unless
an adequate trial on diet therapy has been attempted and making
doctors (and patients) aware of the increased risk of cardiovascular
death would likely become grounds for malpractice if these caveats
were not heeded.

on April 15, 1975, we commented on the way FDA had already
weakened the warning label proposed for comment on'Jan.28, 1974 ‘
from the earliest draft published in the FDA Drug Bulletin, May 1972.
(See enclosed). . |

" In testimony before Senator Nelson last fall, Dr. Thomas Chalmexs,
Dean of Mount Sinai Medical School discussed labelling: ‘

“rhe new FDA labelling should be strong enough to warn all
physicians that they are distinctly putting their patient at risk
by using oral agents when diet or insulin will suffice. The wording
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should be such that doctors will be compelled to protect
themselves from a later malpractice suit by obtaining truly
informed consent from their patients, and by demonstrating
in the patient's record that the patient's symptoms could
not be controlled by diet and/or insulin." (Nelson Hearings,
p. 10999).

Faced with such a warning label, most doctors, in the interests
of their patients (and themselves) would make a much greater effort
to avoid use of these dangerous drugs.

In summary, it is long past the time for FDA to have issued a
strong warning label for these drugs. Any further delay should
result in sanctions against all FDA officials who have been
responsibple. . .

Sincerely,

e R

Sidney M. Wolfé, M.D..

Ciziidi é&évval?p

Anita Johngon, esq.
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‘When Friends or Patients Ask About. ..

William H. Crosby, MD, Coordinator

The FDA

and Hypoglycemic Drugs

John K. Davidson, MD, PhD

THE NELSON :Committee hearings
in the US Senate (Sept 18 to 20, 1974)
explored the safety, effectiveness, and
use of hypoglycemic drugs. A dozen
witnesses, - including the Food - and
Drug Administration (FDA) Commis-
sioner Dr._Alexander Schmidt, gave
testimony concerning ' the ‘implica-
tions of the University Group Diabe-
tes Program (UGDP) articles for
medical -practice. Concern was ex-
pressed because the FDA Bureau of
Drugs had not required appropriately
‘written package inserts warning phy-
sicians and the:drug-consuming pub-
lic of the dangers inherent in the in-
discriminate: use of sulfonylureas and
phenformin hydrochloride. There was
agréement: -that - caloric’ restriction
with. weight reduction: is the pre-
ferred method of treatment for the
maturity-onset diabetie who is above
‘deal body weight, and that such ther-
spy is always safe and with intensive
vducation and follow-up is usually ef-
fective.

The UGDP investigators ended the
tolbutamide (sulfonylurea) study -in
1969 and the phenformin study in
1471, when careful statistical analysis

H you wish to suggest.a topic or write an an-
swer for this feature, write to William H. Crosby,
MD. Scripps.Clinic and Research Foundation,
La Jolla. CA 92037

Réprint requests 1o Depanment of Medicine,
Emory Uruversity School of Medicine, 69 Buﬂer
St SE, Atlanta, GA 30303 (Dr. Davidson).

JAMA, May 26, 1975 Vol 232, No 8

showed a death rate more than twice
that expected for each -drug when
compared to the death rates in the
three ‘other groups in the study (pla-

. cebo, a standard dose of insulin that

resulted in a moderately elevated
mean fasting blood glucose level, and
a .variable dose of insulin that re-
sulted in a near-normal mean fasting
blood glucose level). Death rates in the
placebo and insulin groups were sim-
ilar. There were no significant differ-
ences in the rate of development or
progression ‘of chronic complications
(retinopathy, nephropathy, neuropa-
thy, arteriopathy) in the survivors of
any of the five treatment groups.

Are Oral Hypoglycemic Drugs
Safe and Effective?

In addition to the increased cardio~
vascular mortality with tolbutamide
therapy or with phenformin therapy
of approximately 1% per year, there
are many other adverse effects of oral
hypoglycemic drugs. These -include
prolonged sulfenylurea-induced - hy-
poglycemia and phenformin-induced
lactic acidosis, both of which have ter-
minated fatally m a number of pa-
tients.

‘Extrapancreatic effects of the sul-
fonylureas include hypothyroidism,
skin rashes and -photosensitivity,
corneal opacities, blood dyscrasias, in-
creased fibrinolytic activity, hypo-

FDA and Hypoglycemic Drugs—Davidson

i

natremia, water retention, jaundice,
liver-enzyme inhibition, -heart’ ef-
fects (including inotropism, increased
oxygen need, and mlcrogranulomas),
elevated blood pressure; altered elec-
troencephalogram in epilepsy,iand in-
creased stomach-acid secretion.

The sulfonylurea drugs compete for
carrier-protein’ binding' sites with
many-other drugs, including sulfona-
mides, salicylates, phenylbutazone,
monoamirie oxidase inhibitors, -thia-
zides, and barbiturates. The pharma-
cological effect of all of these drugs,
including " the sulfonylureas, may"be
increased when they are displaced
from their combining sites; thus, com-
bination drug therapy may have many
unanticipated . toxic consequénces.
The difficulties in maintaining stable
anticoagulation therapy. in the prés-

Thé Authior: John K, Davidsoh received
his BS degree in 1943 and MD degree in
1945 at Emory University, Atlanta. He
was a research fellow of the Amem:an
Diabetes Association from 1961 to 1965
at the University of Toronto, where he
won the Starr medal in 1963 for his work
oh ‘nonsuppressible insulin-like activity
and studies of beta celt tunction. He rer
ceived the PhD degree in Physiology in.
1965 at the University of Toronto, and
joined the tacuity with appointments m
physiology and medicine, He returned lo <
Emory University. in 1968, where he is)
now director of the Diabetes Unit ati:
Grady Memorial: Hospital and prDIessor
of medicirie. He has been on the Board|
of Directors of the American Diabetes
Associa(ion singe 1970, .and directed its @
sixth_ Allied: Health Postgraduate Course |
in Atlanta in 1974, His research interests |
are in_insulin:immunity, immunologic n- |
sulin resistance and its’ treatment with |
sulfated .insulin, "and investigations of i
various techniques of implémeniing of-
tective diet therapy and weight reduction
in obese maturity-onset diabetics.

853
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ence of sulfonylureas and the poten-
tiation of alcohol by sulfonylureas
with an occasional disulfiram-like re-
action are well substantiated.

Phenformin increases anaerobic
glycolysis and lactate production and
may produce lactic acidosis; it in-
creases blood pressure, heart  rate,
and need for digitalis; and it de-
creases gluconeogenesis and glucose
absorption.

There has been a striking increase
in death rate 'and a decrease in life
expectancy in maturity-onset diabet-
ics in America, Europe, Asia, Africa,
and  Australia during the -last 20
years. These changes have paralleled
the _increasingly wi espread neglec

of diet_therapy and the almost yn-
‘%WM
Sicia patients for the use of
sulfonylureas™ and phenformin _ as
treatments of choice.

If a drag T8 T6'he considered safe, it
should not shorten life expectancy
nor be associated with fatal side ef-
fects or with severe drug reactions.
The .increased number . of cardio-
vascular deaths in the UGDP’study,
the not uncommon occurrences of ir-
reversible hypoglycemic ‘brain. dam-
f_g_e_and death with sulfonylureas and

al lactic acidosis with phenformin,
and the previously noted decreased
life expectancy of the maturity-onset
diabetic population throughout the
world are the dramatic eonsequences
of unrestricted use of oral hypoglyce-
mic drugs. Thas, one is-forced to the
conclusion that both sulfonylureas
and phenformin are unsafe. -

It has been known for-a long time
that  pri and secondary drug
treatmmm
the sulfonylureas and ‘phenformin;
these failures have usually necessi-
tated insulin therapy. As early ‘as
1957, it was noted that blood glucose
levels were frequently as low on pla-
cebo as on tolbutamide therapy. In a

- 1974 report, blood sugar levels.did not
rise in 30 of 50 patients when single-
blind placebo was substituted . for
chiorpropamide. In 20 patients, the
level rose modestly on a placebo regi-
men; however, in only four of the 20
patients did chlorpropamide help at-
tain fasting: normoglycemia (blood
glucose level, < 140 mg/100 ml).

If a drug is to be considered effec-

854  JAMA, May 26, 1975 Vol 232, No 8
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tive, it should provent or delay the ap-
peaFance of complieations or prolong

those: above ideal body weight), (2)
the hyperglycemic maturity-onset di-

life, as well as lower the blood glucose

level 1 a dependable [ashion;

sulfonylureas and phenformin appar-
ently shortenTil¢ €¥

prevent or delay complications, and
do not lower the b 035 glucose level

in an optimal fashion in the majority
of patients, neither sulfonylureas or

henformin c¢an be considered effec-
tive therap espite the claims o
drug companies and some

several

pﬁyslmans to the confra; Ve o

Safe and Effective Alternatives
Appropriate caloric restriction (in-

duding periods of fasting for up to
one week) usually lowers the blood
glucose level dramatically in the
obese diabetic. With intensive jp-
struction and follow-up, a diet ad-
herence rate of 96% has been reported
recently.  Success rates in reducing
the weight of obese diabetic patients
at Grady Memorial Hospital and
Emory University School 6f Medicine
in_ Atlanta -have varied in different
groups of patients from 50%:to 90%,
with the most intensively instructed
and monitored patients having. the
greatest -degree of success (unpub-
lished data). To modify successfully a
patient’s long-established habits of
food intake, it is mandatory that the
physician be competent in calculating
ideal body weight and in writing the
correct dietary prescription. The pa-
tient’s adherence to diet is facilitated
by use of an easily understood diet
manual and intensive 1nstruction
over a long period of time by physi-
cian, narse, and dietitian. Patiefts.at
Grady. Hospital are now given about
25 hours of individyal and. group in-

struction over a oné-year period. Diet
therapy is universally safe, and when
pursied agm'i%efecrive in
a large majority of maturity-onset di-
abetics.

In- the diabetic above ideal body
weight who is not acutely decompen-
sated (plasma glucose level, 500
mg/dl or higher, or moderate to large
acetonuria), only a one-week fast and
intensive follow-up caloric restriction
is needed. In addition to appropriate
diet and exercise therapy, optimal jp-
sulin therapy’ is neede§ in. (1) the

acutely decompensated diabetic (even

abetic at or below ideal body weight,
(3) the hyperglycemic pregnant dia-
betic, and (4) the hyperglycemic juve-
nile-onset digbetic. The prime thera-
peutic objective when insulin is used
is to attain normoglycemia as fre-
quently as possible, with hypogly-
cemia being as infrequent as possible,
The slight discomfort of insulin injec-
tions is a minor price to pay for
the generally acknowledged physi-
ologic actions and hfe-sustammg
properties of the hormone. Ini in
-therapy, optimally used, is safe, an< i1
is almost_unjversalh Fective in tow-
ering the blood glucose level.

Responsibllity for
"Indiscriminate Use

At the present time, about 1,500,000
Americans are being treated with
oral hypoglycemic drugs. At the Nel-

son Committee hearings, different
witnesses estimated that from less
than 1% to 20% of the patients
being treated with these agents were
actually helped by such therapy: De-
pending on which opinion one accepts
as. valid, this means  that " from
1,200,000 to ‘1,485,000 Americans are
being. inappropriately treated - and
should have their oral agent therapy
discontinued. The drugs are probably
being used excessively because the
physician wants to do ‘something
when he makes a diagnosis of diabe-
tes, and the patient wants something
done: The easiest thing to do is to
- write a prescription for a pill, because
it takes only.a little time and it neces-
itates no_significant change in the
Qatients life-styie.” Thug, ‘the. physi-

cian writes a prescription for a medi-l
cation that he has been led to believe
is safe and-effective, when it is almost
certainly unsafe and is' frequently
ineffective.

The FDA has not required properly
written package inserts for the sul-
fonylureas and phenformin because

--of a legal barrier erected by litigation
instituted by the Committee on the
Care of the Diabetic. For this reason,

physicians and the drug-consuming
public have not been honestly and
fully informed of the dangers inher-
ent in the continued widespread:use

of these -drugs. . This legal: barrier

FDA and Hypogiycemic Drugs—Davidson
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has now been removed, Commissioner
Schmidt has indicated that when the
audit of the UGDP study by the Bié-
metrics Society is published [Feb 10
issue of JAMA4.~Ep}, the FDA will
move swiftly and forcefully to order
labeling of the sulfonylureas and
phenformin to reflect the results of
the UGDP study. He anticipates that
this action will discourage future in-
discriminate use of the drugs.

1f the drugs are used in the future,
it would be prudent for the physician

A study of the effects of hypoglycemic agents
on vascalar complications in patients with adult-

onset diabetes, University Groop Diabetes Pro-

gram. Digbetes 19(suppl 2):747-830, 1970.

Effects of hypoglyeemw agents on vascular
complications in patients with adult-onset diabe-
tes: IV. A preliminary report on phenformin re-
solts, University Group Dlabetes Program.
JAMA 211.171-184, 1971,

- to have the patient sign an informed

consetit agreement indicating that he
has -been informed of ‘the possible
hazards associated with such drugs
and that he accepts the full responsi-
bility for the effects of such therapy.

For physicians who are concerned
about  the consequences™ of discon-
tinuing the use of oral hypoglycemic
agents by their patients, there is a
reassuring precedent_ for such action.
Four years ago, in the wake of the
UGDP report, oral agent therapy was

Additional Readings

Prout TE: Adverse efféects of the oral hypo-
glycemic drugs, in Proceedingsnf the Eighth Con-
gress of the International Diabetes Federation.
Amsterdam, Excerpta Medica, 1974, pp 612-623.

Hurwitz D, McCuistion AC: Tolbutamide: A
double-blind study of its effect in diabetes. N
Engl J Med 25T:931-933, 1957,

Lev-Ran A: Trial of placebo in long-term
chlorpropamide-treated diabetics. Diabetologia

abandoned at Grady Hospltah involv-
ing 1,500 patients. Eighteen months
later, the blood glucose levelsiof 60%
of these patients were satlsfactonly
controlled on diet” therapy : alone.
Since 1972, the emphasis on diét ther-
apy and weight reduction has been
intensified, and during the last year
insulin ghermwewmmw

in_all patients who are above ideal
boay weight. :

10:197-200, 1974.

Weinsier RL, Seeman A, Herrera VIG‘ et al:
Diet therapy of diabetes: Description of a suc-
cessful methodologic approach to gaining diet
adherance. Diabetes 23.669-673, 1974. |

Davidson JK, Goldsmith MP: Diabetes Guide-
book: Diet Section. Columbus, Ga, thho-Krome
Co, 1971,
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Carcinoma In Early Lite

[Walter L. Bierring, MD, pp 1295-1298] .

Carcinoma is usually regarded as the
malignant tumor of later life, having its le-
gitimate age limit at 35, though it is most
frequently met with after 40 years of age.

With increasing study of the malignant
neoplasms, age is gradually losing its hold

as a criterion of difference between sar- .

coma and carcinoma, the former being
found at almost any age, while carcinoma
ix beginning to be noticed more {requently
during the earlier decades of life. . . .
Careinoma in early life often has a slow
“onirze, and like that of later years may be
“Wient for a considerable length of time.
'Fhat caneer in early life is becoming more
frequent 15 very evident: whether it keeps
pace. with the general increuse in carci-

JAMA. May 26, 1975 e Vol 232, No 8

noma will be difficult to determine. Cer-
tainly a collective study of the statistics re-
veals- the unfortunate fact that the
mortality rate of carcinoma is on the in-
crease.”Roswell Park calls attention to the
statistics of New York State, showing
2,363 deaths in 1887 against 4,456 in 1898.
In England - and Wales, where careful
records are kept, the rate of occurrence of
cancer has increased from 1 in 5,646 popu-
{ation in 1840 to 1 in 1,306 in the year 1896,
an increase of five times in fifty years.
This increase can hardly be ascribed as due
to improvements in methods of diagnosis,
for rather the reverse is the case, since
many. cases that were formerly diagnosed
as cancer are now properly classified where
they belong.in other lists.

Whilé the etiology-of cancer remains ob-
scure, there is but little hope that the fu-
ture will offer any abatement in this pro-
gressive increase. As careful observation
continues to note the occurrence of carci-
noma in the earlier decades of life, there is
removed . from the list of predisposing
causes. the influence of age.

[t has been an attractive explanation to
attribute to the lessened physiologie resist-
ance in connective tissue the réle of per-
mitting atypical proliferation of epithe-
lium beyond its normal limits. With

FDA and Hypoglycemic Drugs—Davidson

advancing age the submucous, subcutane-
ous and interstitial connective tissues in-
dergo atrophic changes, while the covering
or lining epithelial elements seem’ to retain
their usual vitality. When glands reach the
limit of their functional role in the orga-
nism, the danger from carcinoma is most
marked, while it diminishes again when
complete atrophy has taken place. When
cancer occurs thus in the developing dec-
ades of life, the above influences cin
hardly be considered. .

In the entire field of pathology, no sub-
ject has proved more alluring to physician
and investigator than the etiology of caréi-
noma. It was no wonder that the develog-
ment of  bacteriologic methods gave a
mighty impetus to the search for-an etio-
logic agent, the result of which is well
known. Numerous forms of cell inclu:
sions—cancer bodies—have been observed
and variously interpreted. .

As yet it is evident that the real cause of‘
carcinoma has not been demonstrated.;
Perhaps it will be necessary to completely’
modify our culture methods. Perhaps our!
optical aids are inadequate in magnifying
power, but unless the light comes soon, the |
19th century. will close with the genesis of
cancer as much a mystery as when the cen-
tury began, i

855 .
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GOVERNMENT Rx’s

FDA proposes
important revision

According to a recent FDA-proposed regula-
tion on labeling (package insert), a food, drug,
device, or cosmetic is “misbranded” if the
labeling does not reveal:

1. facts that appear in other statements
{et al) about the product;

2. consequences which may result from
using the product (either as prescribed
or as. it is usually used).

However, the regulation’s prohibitions are
more - important than its requirements.
Material facts do not, according to the FDA,
“permit or require a statement of differences
of opinion with respect to warnings (including
contraindications, precautions, adverse reac-
tions, and other information relating to possi-
ble product hazards) required in labeling for
food, drugs, devices or cosmetics under the
act.” (Italics ours.) Furthermore, the proposéd
regulation does not “permit or require a state-
ment of differences of opinion with respect to
the effectiveness of a drug unless each of the
‘opinions expressed is supported by substantial
evidence of effectiveness ....” )

In the regulation’s preamble, the FDA
-gives us significant insight into why they have
made the above proposal. The current regula-
tion states that “the existence of a difference
of opinion among experts qualified by scien-
tific training and experience, as to the truth of
a representation made or suggested in the
libeling is o fact (among other facts) the
failure to reveal which may render the label-
ing misleading if there is a material weight of
opinion contrary to such representation.” (In
other words, according to the regulation they
want to revise, differences of opinion are re-

quired.)

Drug Therapy / January 1975

In 1971, the FDA published a'notice: that
the labeling for oral hypoglycemic drugs used
in the treatment of adult onset diabetes must
contain a warning against cardiovascular con-
sequences reportedly associated with the use
of these drugs. Later that year a group of
physicians petitioned the FDA to withdraw or
modify this requirement, because they
believed that the warning was unjustified, and
that if it were required, it should be accom-
panied by a statement of the differences of
opinion among experts about the necessity for
the warning. The FDA Commissioner denied
the petition, and manufacturers of oral hy-
poglycemic drugs had to include the 'warning
in their labeling. The FDA felt that an un-
diluted statement was justified, since there
was significant clinical evidence to support the
warning, and that the physicians who pre-
sented the petition did not have enough evi-:
dence to dispute the need for. the warning:
The physicians then brought suit to enjoin the
labeling change on the grounds that, by not in-
cluding the difference of .opinion, the drug
would be misbranded according to the above
regulation.

The EDA contended that.since stateménts
of drug, effectiveness and.: truthful labeling,
were sup}‘osed ed on,. “substantial,
‘evidence’ rather. than_medical opinign,, the
Tabeling suggested by these physlcmns would
be misleading. However, the district court en-

*tered a preliminary injunction prohibiting the

FDA from requiring the warning because, the
court ‘concluded, there was a reasonable
likelihood that the labeling proposed by the
FDA did not comply with current regulations,
When . the FDA appealul the United
States Gourt of Appeals cited: the inconsistenz,

£y hetween ‘the way, the curfent FDA re;,ula—
tion reads and the ‘sul)s ntmlveyldcncg .res.

uirements that had bcen addéd to the Food,
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Prescribing Information

TUSSEND”@
TUSSEND°EXPECTORANT@

CONTRAIND!CATIONS.
Hypersensitivity to any of the
formula ingredients.

INDICATIONS: Tussend and
Tussend Expectorant anti-
tussive-decongestants are
indicated when exhausting
cough spasm accompanies
upper respiratory tract con-
gestion. They are useful in the
symptomatic relief of upper
respiratory congestion due to
allergic conditions, the com-

~mon cold, sinusitis and acute
bronchitis.

PRECAUTIONS: Tussend and
Tussend Expectorant should:
be used cautiously in individ-
uals with severe hypertension,
diabetes mellitus, hyper-
thyroidism or urinary reten-
tion. Continuous.use over an
extended period is generally
contraindicated since hydro-
codone may cause addiction.

ADVERSE REACTIONS: As
with any narcotic analgesic,
hydrocodone may cause
gastrointestinal upset in
children and nausea in adults.
These reactions have been
reported, although rarely,
following the administration
of Tussend or Tussend
Expectorant.

DOSAGE AND ADMINISTRA-
TION: Adults, and children
over 90 |b;, one tablet or one
teaspoonful; children 50 to

90 Ib., %2 teaspoonful; children
2510 50 Ib., 1 teaspoonful.
May be-given 3 or 4 times

a day as needed.

CAUTION: Federal law
prohibits dispensing wnhout
prescription.

T>

DOW PHARMACEUTICALS
The Dow Chemical Company
Indianapolis, Ind. 46268

and Drug Act by Congress in_1962. The court
‘then voided the injunction and gave }the case
back to the FDA for “further determination.”

Now the FDA had to either allow inclusion
of conflicting opinions  about the éral hy-
poglycemics drug warning or revise the
regulation. They decnded to revise the regula-
tion. .

According to the 1962 Food and Dfug Act:

“If an article is alleged to be mlsbrande
" because the labeling is misleading, then in de-
termining whether the labeling is mlsleadmg
there shall be taken into account (among
other things) not only representations made
or suggested by statement, word, desl;,n de-
vice, or'any combination thereof, but also the
extent to ‘which the labeling fails to reveal
facts material in the light of such representa-
tions ‘or material -with respéct to conse-
quences which may result from the use of the
article to which the labeling relates under the
conditions of use prescribed in-the labeling
thereof or under such conditions of.use; as are
customary or usual.” o
And: “

“Unless its labeling bears (1) adequate direc-
tions for use; and (2) such adequate warnings
against use in those pathological conditions or
by children where its use may be dangﬁr()us
to health, or against unsafe dosage or methods
or duration of administration or application, in
such manner and form, as are necessary for
the protection of users: Provided; That where
any requirement of clause (1) of this
paragraph; as applied to any drug or device, is
not necessary for the protection of the public
health, the. Secretary shall promulgate
regulations exempting such drug or devn(,e
from such requirement,”

The law also (as everyone probably kn0ws
by now) states that a new drug may not be ap-

* proved for marketing if it is.unsafe or ineffec-

tive for the conditions for which it is suppowd
to be used.

The FDA finds the use of the word “may
(underlined in the quotation above) p‘utlcu-
larly significant, since it implies lack of univer-
sal agreement among  experts. The word

“may” thus is supposed to make it unnecessary
to include the specific medical controversy
surrounding the warning. The FDA comments
that warnings have been required on drug

(continued on p. 82)
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labels by the Food and Drug Administration
‘when there is significant medical evidence of a
possible health hazard without waiting for a
causal relationship to be established by defini-
tive studies, which in some instances may not
be feasible or would take many years. It states
that in this way, physicians are fully informed
of known potential dangers and the public is
better protected. )
These warnings must be stated in clear
and unambiguous Terms without disclaimers or:-
qualifications that the FDA says would under-
mine or destroy their meaning and usefulness,
and that all such warnings are by their very
nature, about possible danger only. These
Wwarnmgs are often the subject of intense de-

_ bate, but the FDA has never permitted drug

[abeling to reflect such debate, and, they say,
this debate and disagreement should appear
in professional journals and symposia but not

in drug tabelmg.The prescription drug label -

‘warning is only for the guidance of a physi-*
cian—it- does not constitute a legal require-
ment and, the FDA adds, a physician does not -
violate federal law when he prescribes a drug
contrary to a warning in its approved labeling.
In 1938, when the Federal Food and Drug
Cosmetic Act was passed,. personal expert’
judgment was the standard for determining
drug effectiveness. The only way to satisfy
that standard when the experts’ opinions
differed was to state both sides of the issue in
the labeling for the drug. In the regulation
preamble; however, FDA states that by 1960,
the scientific principles of modern drug test-.

ing using statistically valid controlled studies

had ‘become fully developed and accepted;
*and claims of drug effectiveness (and thus the
truthfulness of drug labeling) should be deter-
mined by adequate and well-controlled in-
vestigations, including clinical investigations
by qualified experts.
The stated purpose of requiring scientific
studies was to eliminate individual clinical ob-
- servation. and opinion as the measure of a

drug’s effectiveness, since the opinions of indi- .

vidual physicians reflecting their personal ex-
perience, empirical observation, and' tradi-
tional practice do not satisfy the requirements
of sound scientific investigation and thus do
not conform to the standards established by
the Drug Amendments of 1962. FDA notes
that the Drug Amendments of 1962 are

Drug Therapy / January 1975

clearly intended to supersede the earlier
reliance on medical opinion, and that
therefore regulations should reflect t'i"ﬁnew
standard. .
In commenting on the concept of “fair bal-"~

ance” argued by the physicians in attacking
the labeling for oral hypoglycemic drugs, FDA
states that a draft of proposed-new regulations
will soon be published in the Federal Register.
These regulations will implement “fair bal-
ance” for prescription drug labeling in. the

“same way that present regulations do for

prescription drug advertising, In both adver-
tising and labeling, the required “balance”
refers to how information on drug safety and”
effectiveness is presented and not to
differences of judgment about that informa-
tion.

The FDA concludes that the present
regulation is inconsistent with current legal
requirements and with contemporary medical
and scientific principles. Since Congress has
determined that the effectiveness of new
drugs must be established by substantial evi-
dence, the FDA thinks that a difference of
medical opinion about labeling claims of effec-
tiveness is not legally sufficient and is not a.
material fact unless the opinion is supported
by evidence which meets the legal standard.
The FDA goes on to say that some controversy
exists in the medical profession about most
statements in preseription drug labeling, and
that permitting or requiring statements of
these opinions on all such matters would de-
stroy the present usefulness of prescription
drug labeling.

The Commissioner thus concludes that
there is no justification for presenting
differences of medical opinion in any warning
statements relating to possible product
hazards. The FDA feels that the law presup-
poses a difference of medical opinion, since
warnings of drug dangers will be required
even though the danger itself may not be es-
tablished but merely potential. Furthermore,
they think there is no reason to allow these

warnings to be discounted by including an

opinion that the warning is really not neces-
sary at all.

For these reasons the FDA proposes that
the standing regulations be revised. (39
Federal Register 33229, Sept. 16, 1974) ¥
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Controversy in Internal Medicine II Ed. by Ingelfinger,
Ebert, Finland, and Relman. W.B. Saunders Co. Phila. 1974

Oral Antidiabetic Agents Have
a Limited Place in Management
and May Be Harmful* |

ALBERT 1. WINECRAD, REX S. CLEMENTS, JR.,
and ANTHONY D. MORRISON

U niver&ity of Pennsylvania School of Medicine

The manner in which most physicians now manage their patients with adult-
onset diabetes might best be termed “benign neglect.” In part, this is a conse-
“quence of the continuing controversy over the aims and the efficacy of presently
available therapy. Just how benign current practice really is remains to be deter-
mined; however, it includes certain aspects that are difficult to justify, such as
the common misuse of the sulfonylurea compounds and the biguanide deérivatives.

The indications for continued medical intervention are not so obvious in
adult-onset diabetics as in juvenile diabetics since, irrespective of their age at
diagnosis, patients with the adult-onset form of the disease exhibit little tendency
to ketoacidosis. There is general agreement that efforts to lower the blood glucose
are indicated in patients who are symptomatic as the result of hyperglycemia,
and that delay in the effective treatment of symptomatic hyperglycemia in adult-
onset diabetics may be a major factor in the development of hyperglycemic non-
ketotic coma. At the time of diagnosis, patients with adult-onset diabetes are a
heterogeneous: group not only with regard to symptoms, but also with regard to
the presence of the complications of diabetes and the coexistence of other condi-
tions (e.g., hypertension and arteriosclerotic cardiovascular disease) that might
be expected to alter their prognosis. There is little agreement as to benefit of
_therapy other than that designed to relieve symptoms directly related to

hgerglzcemla. :

° This review was supported in part by Grant AM04722, National Institutes of Health,
U.S.P.H.S, and a grant from the John A. Hartford Foundation. Dr. Winegrad is the .recipient
of Research Career Development Award GM0G6405 from the National Institute of General
Medical Sciences. )
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What Is the Value of “Control”?

Physicians are divided on the value of attempts to achieve an approximation
of normal glucose metabolism in the hope that this will influence the develop-
ment or progression of the late complications. (It is symptomatic of the state of
the field that measures to modify other demonstrable abnormalities, such as
hyperlipoproteinemias, have received minimal consideration.) Much of the
present controversy over the value of “control” is nonsense. The players in this
philosophical sport are trapped by the definitions and unstated assumptions thai
constitute the rules of this game. In the treatment of adult-onsct diabetics, coi-
venience is the overriding consideration in the minds of most physicians, which
may be understandable since the value of treatment in asymptomatic patients i
disputed. The effort and expense required to achieve and to document an approxi-
mation of normal blood glucose concentrations throughout the day preclude this
type of treatment for most patients. None of the reported clinical trials designcd
to evaluate the value of “control” has made a serious attempt to achieve normali-
zation of blood glucose fluctuations. The frequency with which this goal can be
achieved in a large population of adult-onset diabetics by presently available
means has never been evaluated. In essence we have been subjected to a heatcd
dispute over the value of a form of therapy that is only rarely attempted and
even more rarely achieved.

~Recent studies suggest that fluctuations in the blood glucose concentration
in nondiabetic subjects on a normal diet are restricted to a relatively narrow
range. However, when evaluating blood glucose concentrations in adult-onsct
diabetics, physicians almost invariably apply arbitrary standards that bear little
relationship to the levels observed in nondiabetics. In addition, it is commonl
assumed that if there were a relationship between the blood glucose level and
the pathological processes responsible for complications, it should be apparc
from comparisons of groups of patients who have had persistently differing
degrees of abnormal blood glucose levels. Although the basis of this belicf i
difficult to perceive, it is rarely questioned. A blood glucose concentration thit
fluctuates between 110 mg. per cent and 180 mg. per cent in a 39 year old m.n
throughout the day cannot be considered normal, even though most physiciu
would consider this good or exccllent “control.” :

One of the undisputed aspects of the recent reports of the University Group
Diabetes Program (UGDP)" ? is the record of the quality of “control” achicve g
in adult-onset diabetics treated in university medical centers by a varicty ot
therapeutic regimens, most of which are similar ‘to those now commonly ci:-
ployed. None of the treatment groups in the UDPG study had a nommal fastir:
blood glucose at any time during the initial four plus years of the study. Divrn !
fluctuations in blood glucose on the patients’ usual diet and with their usu!
physical activity were not assessed. However, at regular intervals the paticnits
were given a 50-gm. oral glucose load one ‘half hour after their morning medic.-
tion, and the blood glucose was determined one hour later. Although the foren!
mean blood glucose level at cne hour was observed in the patients treated with
adjusted insulin dosages, even in this group the mean one-hour value was e
excess of 200 mg. per cent in more than half the tests during the initial four pl-
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years. It is difficult to assemble totally appropriate age and sex matched control

. data, but in a recent study of normal males with no family history of diabetes
(ages 22 to 28), the mean blood glucose one hour after a 50 gm. glucose load
was 90.65.7 mg. per cent,® and in the studies of Neel et al* the mean blood
glucose one hour after a 100 gm. glucose load in patients with no family history
of diabetes (ages 30 to 39) was 104.3%£7.1 mg. per cent in males and 93.76.9
mg. per cent in females.® The data available would suggest that most of the
patients ‘in the UDPG study had persistently abnormal fluctuations in blood
glucose concentration irrespective of the treatment prescribed. Although the
UDPG study was a pioneer effort to improve the quality of clinical trials, it shares'
one of the common deficiencies of such studies in that it included no group of
patients’ who had an essentially normal range of blood glucose ﬁuctuation\l;
throughout the day. :

Another frivolous aspect of the current controversy is the simplistic fashion
in which the pathogenesis of the late complications:of diabetes is viewed by
most physicians. Each of the diverse clinical syndromes lumped into this unfor- b
tunate term has a very complex pathological basis, and in some instances a dis- |
tinction must be made between processes responsible for acute symptoms and
those which operate in the production of predisposing pathological lesions. There
is little to support the widespread belief that each of the late complications is |
primarily a reflection of diabetic microangiopathy. There is no convincing evi- |
dence that. alterations in capillary structure play a determining role in the
pathogenesis of the common symmetrical peripheral neuropathic syndromes |
associated with diabetes mellitus,® nor is there convincing evidence that this |
process contributes to the increased frequency with which arterial occlusions
occur in specific portions of the vascular system. In patients dying of diabetic
nephropathy the pathological findings almost invariably include alterations other
than those unique to diabetes mellitus; thus, arteriolosclerosis and intimal £brosis
of the renal arteries are often present.® Therefore, in any organ system, the
pathological changes that are associated with diabetes mellitus may very well be
subject to modification by independently determined genetic and environmental
factors. However, this is rarely considered in efforts to evaluate the factors
responsible for the clinical course in diabetics. As an example, although the recent
studies of Hazzard et al.” would suggest that inherited abnormalities in lipopro-
tein metabolism are commonly associated with myocardial infarction, the distri-
bution of patients with such abnormalities has not yet been assessed in clinical

 trials of diabetic therapy. ’ :

Another reason why caution must' be. exercised in the evaluation of clinical
trials is the problem of asymptomatic but irreversible pathology 'in the patients
studied. It is notoriously difficult to date the onset of an abnormality in glucose
tolerance in adult-onset diabetics, and this problem is magnified by the recent
realization that asymptomatic adult-onset diabetes may occur in children and
young adults and does not appear to progress to the ketosis-prone type of the

® The effects of sex and increasing age on fasting blood glucose levels, and on the response
to.a 100-gm. oral glucose tolerance test in patients with no family history of diabetes have been
well documented in patients up to age 39.
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disease.® Thus, the presence of asymptomatic pathology in newly  diagnosed
adult-onset diabetics cannot be used as a telling argument against a relationship
to the metabolic abnormalities associated with diabetes mellitus.

The failure to consistently observe improvement in specific diabetic compli-
cations following the institution of “stricter control” is frequently used as evidence
that the pathogenesis of these conditions is unrelated to the consequences of an
impaired insulin secretory mechanism. To cite but one example of the limitations
of this reasoning, recent studies have demonstrated that the majority of a group
of newly diagnosed -adult-onset diabetics with normal standard neurologic
examinations and without symptoms of neuropathy could be shown to have
widespread funhctional abnormalities in their peripheral nervous system when
suitably sensitive techniques were employed.® Biopsies of peripheral nerves from
asymptomatic adult-onset diabetics without clinical evidence of neuropathy have
also revealed pathological changes similar to those found in the nerves of patients
with clinical neuropathy (although of a lesser degree).* Thus, the development
of the clinical manifestations of diabetic neuropathy may represent a late stage
in the pathological process and have irreversible elements. Whether or not
patients with clinically apparent peripheral neuropathy respond to efforts to
improve “control” can provide little information concerning its pathogenesis or
its prevention. The host of invasive techniques which would be required ‘to
assemble suitably characterized subjects for study (e.g., coronary angiography.
renal and peripheral nerve biopsies, fluorescein retinography, and so forth}
almost precludes meaningful large scale clinical trials. o

Many physicians also believe that the controversy over the relationship
between the metabolic derangements that result from an altered insulin secretory
echanism -and alterations in the capillary basement membrane in diabetics has
been resolved and that the two are clearly unrelated. This stems from'the provoc-
ative studies of Siperstein and associates, who were the first to apply -quantitative
techniques  to the assessment of capillary basement membrane - thickness
(CBMT)."* They recognized the inherent technical problems in attempting to
measure CBMT in many organs and demonstrated that skeletal muscle biopsies
provide a means of obtaining suitable material for study from large numbers of
patients. Their data indicated that muscle CBMT was significantly greater in
diabetics and that the degree of thickening appeared to be unrelated to the
duration ‘of known discase or to its “severity.” Moreover, their studies suggested
that in patients genetically at high risk for the development of diabetes mellitus,
increased muscle CBMT was present prior to the development of a detectable
abnormality in glucose tolerance. Siperstein’s work has been a major contribution
and stimulus. However, some of his observations and interpretations have becn
seriously challenged by Kilo et al, who have concluded that muscle CBMT is
usually within normal limits at the outset of clinical diabetes mellitus and
increases with duration of disease.** There are differences in methodology and in
patient selection in these studies, and the resulting controversy has not been
resolved. The studies of (dsterby suggest that in the kidney the alterations in
glomerular capillary structure are not present at the outset of clinical diabetes in

* young adults but progress with increased duration of the disease® Thus, it
would be premature to conclude that the demonstrable metabolic abnormalitics
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in diabetes mellitus are totally unrelated to the development or progression of
alterations in capillary structure. A similar conclusion would have to be drawn
with regard to data available from studies of experimental diabetes in animals,
particularly in'view of recent preliminary reports of the production of retinal
capillary microaneurysms in rats with chronic streptozotocin diabetes.™*
‘From this cursory review it would appear that at the present time the physi-
clan treating adult-onset diabetics has a clear responsibility to prevent symp-
tomatic hyperglycemia; the advantages of maintaining a normal or nearly normal;
range of blood - glucose fluctuations remain to. be evaluated but cannot be!
excluded: The choice of therapeutic aims must be a conscious decision by the!
physician, and one in which an informed patient participates. The patient’s age, |
the presence of other serious medical problems, the presence or absence of
specific clinical complications, and the patient’s motivation are practical |
considerations. .

The Importance of Weight Control

Whether the physician believes that the prevention of symptomatic hyper-
glycemia is an adequate goal in a given patient, or whethier a stremuous cffort is
undertaken to achieve a2 normalization of glucose metabolism, the relationship
between increased body weight and hyperglycemia that so frequently exists in
adult-onset diabetics must be considered. In the UGDP study the adult-onset
diabetics averaged +33 per cent of ideal body weight at the outset. It has been |
observed repeatedly that many adult-onset diabetics will exhibit improvement in |
their degrec of hyperglycemia if a significant reduction in body weight can be
achieved. (Whether this is due to_weight reduction per se or to a decrease in
carbohydrate intake remains to be determined.’® ") The UGDP studies provide
an indication of the effectiveness of present efforts to achieve weight reduction
and the resultant improvement in diabetic “control.” ‘All the patient groups in
the UGDP study exhibited a fall in ‘mean body weight- at the time of the first
follow-up visit. However, the maximum decrease for any group was 4.2.1bs (less
than 3:per cent of initial mean weight), which was observed in the patients
treated with diet plus a placebo. In this- group ‘the early weight loss was not.
sustained, and' the mean body weight remained close to 98 per cent of the initial
weight throughout the subsequent four plus years. The' initial weight loss was
associated with a fall in both the mean fasting blood glucose level and in the
glucose level observed one hour after the ingestion of 50 gm. of glucose. Subse-
quently both of these parameters of “control” rose progressively” throughout the
remainder of the study. Although the patients receiving tolbutamide or insulin
(in fixed or varying dosages ). also received dietary instruction, their initial weight
loss was less than that observed in the placebo group, and no further reduction in
mean body weight was observed during the subsequent four years. These data
suggest that current efforts to_achieve weight reduction in adult-onset diabetics
are ineffective, at least as currently practiced in medical outpatient clinics.

_ The difficulties encountered in- achieving weight reduction in chronically
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obese nondiabetic subjects have been well documented, and the psychiatric
implications of food to some patients are recognized; however, it is not certain
that the experience with these chronically. obese patients -provides a meaningful
index of the results that could be obtained in patients with adult-onset diabetes.
Weight reduction remains the safest and cheapest means of achieving “control”
suficient fo prevent hyperglycemic symptoms in the majority of adult-onset
Tiabetics. Moreover, in the absence of significant weight teduction, the eficacy of
other agents employed to lower blood  glucose appears to be considerably
roduced ~The manner in which weight reduction 1s usually undertaken ensures
Tajlure 1n a large percentage of patients. Diet instruction is confusing and reflects
the pseudoscience that presently surrounds-the question of an appropriate diet
for adult-onset diabetics.

Dietary instructions. should be as’simple as possible. The justification for
modifications in dietary composition remains to be established: however, in the
face of evidence of persistent abnormalities in plasma lipoproteins, we suggest
modifications similar to those recently outlined by Fredrickson and his co-
workers.2® One of the factors that may contribute to the failure of diet therapy is
the long period between follow-up visits—three-month intervals being not
uncommon. The commercial weight reduction groups have demonstrated the
value of reinforcement provided by frequent weight checks, and brief visits in
which weight is checked by an office nurse can be helpful in many patients.
Increased physical activity is often dismissed as of little benefit; however, for
most 40 year old Americans a-15-minute daily walk would represent a significant
increase in physical activity. A conscientious effort to increase physical activity,
is, in our hands, a_significant factor in those patients in whom a. reduction in _
‘weight and improved glucose levels are achieved. (It is of interest that a recent
study, thus far reported only in abstract, suggests that the abnormal pattern of:
insulin secretion observed in markedly obese TONCIAbETiCs Tan: be normalized by
physical training without a decrease in body fat.?®) . . )

ATthough there arc many adult-onset diabetics in whom lifelong’ patterns of
overeating and limited  physical activity are practically. immutable, the fact
Wumgc reduced caloric intake and increased
physical activity have been abandoned by many physicians. There is little justifi-
&ation Tor the use of any pharmacologic agent in asymptormatic_adult-onset
Tiabetics unfil the possibility of attaining improved “control” by weight reduction
has been given an adequate trial. It is now common practice, however, to begin
sulfonylurea or phenformin treatment From~the ouftset in asvmptomatic adult-
onset diabetics. One of the.results OF this practice is that the necessitm_gi_gli_d
MMWMMWCOVCL the patient is instructed
that the oral hypoglycemic agents may provoke hypoglycemic symptoms which
can be relieved by the ingestion of free carbohydrate. For many patients, who
are understandably anxious about their newly diagnosed disease, this becomes a
sanctioned invitation to unrestricted caloric intake. It is not surprising that sig-
nificant weight reduction and maintenance of normal body weight are rarely
achieved under these conditions, for both physicians and patients come to
view the nature and amount of the drug ingested as the major consideration in
“controlling” adult onset. diabetes, '




COMPETITIVE PROBLEMS IN'THE DRUG INDUSTRY 13547
Limited Effectiveness of Oral Hypoglycemic Agents

If the physician resorts to pharmacologic agents to prevent symptomatic |
hyperglycemia in adult-onset diabetics before demonstrating the necessity for !
their use, then one might hope that he would at least document the effectiveness
of the agent employed. Since a fixed dosage of 1.5 gm. per day of tolbutamide '
was employed, the data derived from the UGDP study are not completely |
applicable.. However, all the sulfonylureas have a relatively narrow effective
dosage range, and the experience of this study is probably not too unrepresenta-
tive of the Jong-term ecfficacy of sulfonylureas in adult-onset diabetics in whom
significant” weight reduction is not achieved. In the UDGP study there was an
initial improvement in fasting blood sugar and also in the blood glucose level
observed one hour after a glucose load. This improved “control” paralleled the
initial and transient weight loss which had occurred in these patients. Subse-:
quently there was a progressive rise in mean fasting blood glucose and over the
remaining four plus years it rarely differed from that of the group receiving a
placebo by more than 15 mg. per cent (the mean values in both groups being
persistently abnormal ). The blood glucose level after a glucose load also tended
to-increase progressively in the patients treated with tolbutamide, and the mean
value was rarely more than 20 mg. per cent different from that of the placebo
group. At the end of four plus years the mean value in the group treated with
tolbutamide was 244 mg. per cent, whereas the value for the placebo group was
251 mg. per cent. Thus, one may question whether the use of tolbutamide under
these conditions s:gmﬁcanﬂi@ggimfmu_wﬂm_whmh abnormal blood
‘glucose levelsWeére present in these patients. or with which symptomatic hyper-
glycemia developed.

& mechanisms responsible for the development of refractoriness to sul-
fonylurea therapy in patients in whom an initial response is observed are still
uncertain, and the data on its incidence are difficult to-interpret.?® Values ranging
from 0.3 to 30 per cent have been reported, and there is a suggestion that the

" incidence increases with known duration of diabetes. The uncertainty results, in
part, from differences in patiént selection, in criteria for failure, and in the extent
to which other factors such as weight gain and dosage were considered. Unfor-
tunately physicians exercise little selectivity in administering sulfonylurea or
biguanides to adult-onset diabetics, ignore the limitations imposed_by obesity, and
are slow to raise the question of efficacy. One can only guess at the number of
patients presently receiving these drugs in whom their withdrawal would not

significantly alter the daily fluctuations in blood glucose levels. Our own ex
ence would suggest that it represents a sighificant fraction of the patients who
have received the drug for a prolonged period and in whom obesity persists.
Trrgemeral, 5oth physicians and patients are reluctant to stop oral hypo-
glycemic therapy once it has been instituted. In many instances random blood
glucose values of 200 to 300 mg. per cent are observed over a period of months
to years before the physician reluctantly concludes that the drug has become
ineffective. The usual course under these circumstances is to resort to another
sulfonylurea in the hope of finding one that is “cffective,” and often to combine
this with a biguanide. The pernicious aspect of the current misuse of the sulfo-
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- nylureas and ‘the biguanides is that many patients are subjected to the expense
“and potential hazard of long-term treatment to attain a relatively imited goal—
freedom From Ryporglycemic symptoms—while the agents are used under condi.
tions in which their efficacy is restricted and is only rarely adequately assessed.

The foregoing comments should not be misinterpreted. There are a number
of adult-onset diabetics in whom the use of the sulfonylureas can produce further
improvement in the range of fluctuations of blood glucose over that resulting
from the correction of obesity. These agents may also be effective in some non-
obese adult-onset diabetics. We do not eschew the use of sulfonylureas in effortc
to prevent symptomatic hyperglycemia, or to achieve an approximation of normal
fuctuations in blood glucose. In both instances, however, the consequences of
effective welght reduction shoul is present. 1
the a a pharmacologic agent is required, the relative merits either of
{nsulin or of a sullonylurea must be considered. We do not believe that the
biguanides have an _established place in the treatment of diabetics.

' Many physicians are reluctant to accept the fact that the sulfonylureas and

the biguanides are not appropriate agents in circumstancés in which rapid cor-
rection of the metabolic abnormalities is required. An obvious instance is-when
ketonemia develops either in‘association with an acute infection or following the
institution of therapy for an unrelated disease that requires the use of agents that
can impair endogenous insulin secretion and/or decrease its apparent effective-
ness. In these circumstances insulin is indicated, since neither the sulfonylureas
nor the biguanides provide significant protection against the development of
ketoacidosis. Even in the more common situation in which the previously
untreated ‘patient presents ‘with marked polydipsia, polyuria, and weight loss
without ketonemia; one cannot predict with any certainty whether the patient
will respond to sulfonylurea or biguanide therapy. Under these circumstances,
and particularly if there is an associated illness that predisposes to dehydration,
it is wiser to use insulin for the acute correction of hyperglycemia and the relief
of symptoms. Nonetheless, many physicians attempt trials at treatment with the
sulfonylureas or the biguanides with a resulting delay in effective therapy that in
some instances may contribute to the development of hyperglycemic nonketotic
coma.

The use of insulin to achieve acute improvement does not imply that the
patients will necessarily require exogenous insulin once they have been stabilized
for a significant period. When there is a demonstrated requirement for the addition
of a pharmacologic agent to correct symptomatic hyperglycemia, there is a curious
reluctance to employ insulin in the management of adult-onset diabetics. This
stems, in part, from the misconception that these patients are invariably insulin
hypersecretors and that insulin resistance is 2 major factor in the pathogenesis of
this syndrome. The bulk of the present evidence (which Kipnis has admirably
reviewed®) clearly indicates that most adult-onset diabetics exhibit.an impaired
insulin secretory mechanism when compared with appropriately matched age, sex,
and weight groups. Moreover, although obesity in both the normal and diabetic
individual is associated with an apparent decrease in the biologic effectiveness of
insulin, the diabetic state per se does not appear to be associated with any signifi-
cant degree of insulin antagonism (if one excludes specific. circumstances such as

C
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ketoacidosis). Insulin remains the preferred pharmacologic agent because of its |
assured and continued efficacy and its protective value in circumstances in which
‘cute impairment of endogenous nsulin scorction and/or cleCTVoNess Ty TTe:
Since 1972 there have been improvements in the purity of the commercial insulin |
preparations available, as the result of the application of methods developed to |
separate insulin, pro-insulin, and related peptides. Preliminary data suggest that
these newer preparations may significantly reduce the immunologic responses to |
the administration of porcine and bovine insulin and the associated clinical |
problems.?» 22 However, the present methods for the administration of insulin to
adult-onset diabetics are far from ideal. We have no practical method of repro-
ducing the timed relationship between food ingestion and insulin secretion that
occurs in normals nor of selectively exposing the liver to the pulses of insulin that
normally occur in portal venous blood after eating. Therefore, there is little reason
to believe that present forms of insulin treatment reproduce normal physiology.

The primary advantage of the sulfonylureas is that they can be administered
orally. The resulting convenience is a real but not necessarily compelling con-
sideration when there is a manifest requirement for a pharmacologic hypo-
glycemic agent. The specific circumstances in a given patient should determine
the choice, and while our own preference is to employ insulin, there is no good
reason why a carefully controlled trial—preferably with one of the shorter acting
sulfonylureas—should not be undertaken. The physician should, however, con-
sider the possibility that contraindications to the use of sulfonylureas may exist
(e.g., renal impairment or liver disease) and that sulfonylurea therapy may
influence the metabolism of other pharmacologic agents (e.g., bishydroxycumarin
and sulfonamides). The limitations of our knowledge concerning the role of
insulin deficiency in certain sitaations lead us to prefer the use of insulin in
patients with manifest symmetrical peripheral neuropathy with or without asso-
ciated chronic foot ulcers, and in individuals in whom repeated skin infections
or poorly healing surgical wounds are present. However, it must be admitted
that this is clearly a prejudice on our part.

Hazards of Treatment with Sulfonylureas

Insulin or sulfonylurea therapies are not without hazard. With insulin the
major concerns are hypoglycemia and problems resulting from the administration
of foreign protein(s). The safety of treatment with the sulfonylureas is, however,
the point most fiercely disputed at the moment. It should be apparent from the
initial section of this discussion that we have serious reservations about the
conclusions that can be drawn from any of the published clinical studies, irre-
spective of the elegance of the statistical methods employed to deal with their
inherent deficiencies. A causal relationship between the treatment prescribed in
the UDPG study and the subsequent clinical course of these patients would be
difficult to establish on the basis of the information available. The excess cardio-
vascular mortality observed in the groups treated with tolbutamide and phen-
@ﬁn cannot be dismissed, since the manner in which these agents were
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I

employed mirror: i hese. agents in_common practice. If subsequent
data provided by the UDPG group provide evidence of an unusual form of
coronary artery disease in the patients treated with tolbutamide and phenformin.
or of an unusual propensity to cardiac arrhythmias, to pulmonary emboli, or to
shock in the patients who ‘died of cardiovascular disease, the case may be
strengthened. However, although we feel that the sulfonylureas have a limited
role in the treatment of adult-onset diabetes, we would not abandon their use on
the basis of the findings of the UDPG study. Nevertheless, this study has served
the useful purpose of reminding physicians that the use of sulfonylureas and
biguanides is not without hazard, and that as with any pharmacologic agent.
the possibility of unanticipated effects must be considered.

Hypoglycemia and hypersensitivity reactions have been the major problems
encountered in the use of the sulfonylureas. Hypoglycemia resulting from thes
drugs can be prolonged and may be fatal; this i ing
‘Gompounds such as chlorpropamide. Many of the reported instances have resulted
From the unwarranted administration of this_agent to patients with impaired
tenal Tanction.® In addition, it has been recognized that chlorpropamide can
Tnduce a syndrome characterized by -hyponatremia, impaired mental function.
and evidence of inappropriate antidiuretic hormone activity.”* The pernicious
aspect of this syndrome is that in elderly patients (in whom it has been most
frequently observed) the impaired mental function could easily be attributed to
other causes. There is little reason to believe that the effects of the sulfonylureas
are restricted to the pancreatic f-cells. Specific compounds have been shown to
alter thyroid function,?® to modify adenyl cyclase activity in cardiac muscle,? to
augment antidiuresis;?® and to alter lipolytic activity in isolated adipose tissue.*®
However, with the exception of the UGDP study, the reported incidence of
serious problems resulting from the use of the shorter acting sulfonvlureas has
been remarkably low. Nonetheless, the prolonged administration of sulfonylureas
to adult-onset diabetics docs entail an obvious risk. As with any pharmacologic

agent, this risk must be justified in terms of the indications for its use, and is not
acceptable unless the agent s demonstrated to be effective. - B

Why Do We Use the Biguanides?

As we have previously mentioned, we find it difficult to justify a role for the
bighanides in the treatment of diabetics and would discourage their use. It is
doubtfal that these agents would be employed at all if it were not for the fact
that they can be administered orally. While there are gaps in our knowledge of
the manner in which insulin and the sulfonylureas lower blood glucosc levels in
diabetics, there is some reassurance that these effects are mediated, in part, by
the correction of metabolic abnormalities resulting from an altered insulin
secretory mechanism. Whether the long-term effects of the sulfonylureas result
primarily from an action on the pancreatic S-cells is a point that is difficult to
document, but the ability of these agents to stimulate insulin secretion in adult-
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onset diabetics in whom they are effective is undisputed. In contrast, the manner
in which phenformin lowers blood glucose in human diabetics, or in animals with-
alloxan diabetes, remains an enigma, but the fragmentary data available are not‘
reassuring. An effect on insulin secretion has been excluded, although some
residual endogenous insulin secretion is necessary for phenformin to be effective |
in lowering blood glucose. Kruger et al. have reported that phenformin impairs |
intestinal glucose absorption in man;® this compound also_increases peripheral |
glucose utilization, albeit with an increased rate of lactate production.®* The }
applicability of data derived from other species must be questioned because of |
the marked species variation in susceptibility to the hypoglycemic effects of |
phenformin. Thus, Kreisberg and associates dispute any effect of phenformin on
decreasing hepatic glucose production or release in man.®® However, at high
concentrations phenformin does inhibit gluconeogenesis in isolated perfused rat
liver.®® In none of the isolated tissues in which the effects of phenformin have
been examined is there clear evidence that phenformin restores a pattern of
metabolism resembling that observed in the animal with a normal insulin
secretory mechanism.

.~ More to the pomt biguanides are ineffective in the preventlon of keto-
acidosis, and there is no evidence that they have the assured efficacy of insulin
in_the Management of acite sympromatic. h,yp_elgl_g_ﬂ:e“rmg_lit 1s obviously not a
suitable agent to use in those patients in whom a serious effort to achieve a
normal range of blood glucose fluctuation is undertaken with the aim of correct-
ing the underlying derangements in tissue metabolism that may contribute to
the pathogenesis of the late complications. Ir ients in whom efforts at weight
reduction have failed to remove the threat of symptomatic hyperglycemia,
biguanides have no obvious advantage over insulin or the sulfonylureas (unless
one wishes to view its clfécts on glucose absorption as an advantage). There is
thus no obvious requirement for_biguanides in the treatment of adult-onset
diabetes, unless one will accept its use as an adjuvant to ineffective treatment
with sulfonylureas. Since suitable alternatives are avail the justification for
{he additional risk entailed in this practice escapes us. The UDPG study reported
a significant cxcess cardiovascular mortality in the groups treated with phen-
formin, but again the causal nature of this relationship is difficult to establish.
However, there remains the distinct possibility that phenformin may represent a
pharmacologic hazard in a group of patients who tend to develop general or local
circulatory insufficiency. We believe this may contribute to the association
between phenformin administration and the development of clinical lactic
acidosis.®

' Lactic Acidosis

The pathogenesis of lactic acidosis in those instances in which there is no
obvious evidence of local tissue hypoxia is poorly understood. However, it is clear
that in many tissues the rate of lactate production under normal conditions is in
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a range that represents only a small fraction of the tissues’ total capacity. In many
tissues the rates of conversion of glucose to pyruvate and lactate are kept at a
small fraction of total capacity by chemical signals gencrated as a consequence
of the operation of the Krebs cycle and the electron transport system in which
oxygen is the final acceptor. The effect of anoxia on the rate of lactate production
in a tissue such as muscle results from a decrease in the signals which are usually
generated as a consequence of respiration and an increase in glycolysis. Under
these conditions the end product of glycolysis appears primarily as lactate, since
a secondary consequence of impaired respiration is an increase in the cytoplasmic
free NADH/NAD ratio, which is one of the factors determining the ratio of
lactate/pyruvate in the cytoplasm. There is no doubt that in lactic acidosis, as in
diabetic ketoacidosis, the rate of production. of a normal product can be increased
to levels that threaten the organism’s existence. Lactate released into the circula-
tion by other tissus is removed in large part by the liver, where it is utilized to a
considerable degree for the resynthesis of glucose. The only value of this sim-
plistic outline is to stress the point that factors that permit the expression of the
tremendous latent capacity for lactate production in many . tissues, or which
impair the capacify of the liver to dispose of lactate, may eventuate in lactic
acidosis. It is well established in adult-onset diabetics that chronic phenformin
administration results .in significant elevation of blood lactate concentrations.
While in most patients the levels observed give little cause for concern, the effect
does appear to be dose related.*? There is, therefore, ‘the possibility that at
sufficiently high concentrations phenformin might induce lactic acidosis in
humans either by increasing peripheral lactate production or by decreasing
hepatic utilization, or both. This would appear to be the case since there are
well documented instances in which phenformin was taken for suicidal purposes.
with the subsequent development of lactic acidosis.®® '

The biguanides are unlikely to be the sole cause of the increased frequency
of lactic acidosis in diabetics, since this syndrome has been observed in patients
who are mot receiving these drugs. Adult-onset diabetics are, as a group, indi-
viduals at increased risk to the development of a number of ‘acute conditions
which may produce local circulatory changes conducive to the development of
either increased lactate production or impaired disposition. It seems difficult to
exclude the possibility that, under these circumstances, the presence of biguanides
may potentiate the development of lactic acidosis. The efforts to exclude this
possibility are not totally convincing; thus, the failure of biguanides to potentiate
markedly the rise in blood lactate in rats exposed to low oxygen tensions ignores
the relative insensitivity of this animal to the effects of these compounds. We find
ourselves in agreement with Oliva, who concluded: “It remains possible that the
association of phenformin and lactic acidosis is coincidental since lactic acidosis
may occur in diabetic subjects not taking phenformin, as well as in non-diabetic
subjects. The weight of the indirect evidence, however, strongly suggests that
phenformin plays-a causal or contributory role in the production of lactic
acidosis.”®* Tt is interesting that the only death specifically ascribed to lactic
acidosis in the UDPG study occurred in a patient in the group receiving
phenformin.? In sum, since phenformin fills no unique requirement in the treat-
ment of adult-onset diabetes, since its mode of action is uncertain but unlikely
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to be corrective of derangements resulting' from an impaired insulin secretory
mechanism, and since its relationship to lactic acidosis is unsettled, there is no|
valid reason to employ it in these patients. ‘

Summary
|

The present state of treatment for adult-onset diabetes is admittedly inade- |
quate, except for the prevention of symptomatic hyperglycemia. The data derived |
from clinical studies and from experimental work provide no basis for excluding |
the possibility that normalization of blood glucose fluctuations may significantly |
modify the development and progression of diabetic' complications.  However,
the value of this form of therapy has never been adequately tested, and its |
immediate aims are difficult to achieve with present methods. It is an approach
that should be considered primarily in younger diabetics without evidence of |
irreversible pathology who are capable of making an informed commitment to
this form of treatment.

In the majority of adult-onset diabetics the aim of therapy is of necesmty
restricted to the prevention of symptomatic hyperglycemia, and irrespective of
the arbitrary assessments of “control” employed, most of these patients will have
blood glucose levels which persistently fluctuate in the abnormal range. The use
of any pharmacologic agent in this group of patients should be justified by
excluding the possibility that reduced caloric intake and increased exercise will
not remove the threat of symptomatic hyperglycemia.

In present practice the sulfonylureas and the biguanides are often used
without adequate indication and under circumstances in which they are unlikely
to be of any benefit. In addition, patients are exposed to the expense and potential
hazard of prolonged treatment with these agents without adequate concern for
their efficacy.

Insulin is the drug of choice when ketoacidosis threatens, or when an acute
improvement in symptomatic hyperglycemia is required. In asymptomatic pa-
tients with a demonstrated requirement for a pharmacologic hypoglycemic agent,
we believe insulin to be preferred, but a well controlled trial of a sulfonylurea is
not necessarily contraindicated. Biguanides have no role in the treatment of
diabetes mellitus. .
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IN VITRO EFFECTS OF TOLBUTAMIDE ON .THE SYMPATHO-ADRENAI SYSTEM.
Chung-Yi Hsu, Gary Brooker, Michael J. Peach, and Thomas C.
Westfall, Charlottesville, Va. (Introduced by Joseph Larner,*
Charlottesville, Va.) : i

High concentrations of tolbutamide (6.6 mM and 10 mM)
provoked massive discharge of catecholamines from the perfused
cat adrenal gland. Differential estimation of secreted catecho-
lamines revealed preferential release of epinephrine by these
concentrations of tolbutamide. At concentrations within the
therapeutically effective range (0.1 to 1.0 mM), tolbutamide
depressed basal, nicotine-, KCl-, and glucagon-induced cate-
cholamine release from the cat adrenal glands and nicotine- and
KC1l-,induced 3H—noreﬁinephrine release from perfused guinea pig
hearts in a dose dependent manner. This inhibitory action of
tolbutamide was quickly reversed following removal of the drug
from the perfusion solution. Prolonged perfusion for 20 min
or longer with tolbutamide resulted in a sustained depression of
catecholamine secretion from the cat adrenal. Withdrawal of the.
drug caused catecholamine secretion to reach a steady state
level which was higher than the level observed just before
tolbutamide perfusion was begun. This rebound phenomenon was
occasionally manifested by an outburst of catecholamine release.
Carboxytolbutamide, the major metabolite of tolbutamide, showed
no effect on basal as well as stimulated catecholamine secretion.
If tolbutamide acts similarly in vivo on the sympathoadrenal
system, then the detailed concentration versus time relationships
of tolbutamide could be of considerable importance in its pharma-
cological action and possible toxicological effects.

The Journal of the American Diabetes Association,DIABETES.
Volume 24 Supplement 2 , 35th Annual Meeting. June 15-17, 1975.
pp 414, #88
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Inhibition of Catecholamine Release by
Tolbutamide and Other Sulfonylureas

Abstract,  Tolbutamide and other sulfonylureas

s hibisod

and

perfusate cffluents from the hearts were

. N llected and lyzed

for BHINE by liquid scintillation spec-

trometry (7). To study the effect of
A

nicotine-induced release of catecholamines from the perfused cat adrenal gland
and nicotine-induced release of [*Hlnorepinephrine from isolated guinea pig

hearts. Of the sulfonylureas tested, the order of potency of this

bibi

'y effect

sulfonyl on re-
lease of myocardial PHINE, sulfonyl-
ureas (tolbutamide, 1 mM; carboxytol-

paralleled the hypoglycemic action. These results raise the possibility that the

of the symp
glycemic action of sulfonylureas.

Sulfonylureas are oral hypoglycemic
agents which have been utilized exten-
sively in the treatment of adult-onset
diabetes mellitus. The primary action
of this group of agents has been at-
tributed to the direct stimulation of
pancreatic beta cells to release insulin
(1). However, the poor correlation be-
tween their insulin-releasing effect and
diabetic control has led to speculati

drenal -system may contribute in part to the hypo-

nicotine-induced release of {(®H]norepi-
nephrine (PHINE) from isolated guinea
pig hearts (4). These observations sug-
gest that sulfonylureas have a direct

t ide, 1 mM; tol ide, 0.2 mM;
glybenclamide, 0.025 mM) were indi-
vidually added to the perfusion fluid
from 5 minutes before to 5 minutes
after the injection of nicotine.

The sp output of hol
mines from the cat adrenal gland usu-
ally became stable 1 hour after the
initiation of perfusion with Locke’s

inhibitory action on the h
adrenal system.
Isolated cat adrenal glands were retro-

JIp

lution. Tolt ide (0.3 or 1 mM)
caused a decline in spontaneous cate-
cholamine output (see Table 1). This

on
of extrapancreatic actions of sulfonyl-
ureas (2). Herein we report an effect

gradely perfused \.vith phosphate-buf-  jnhibitory effect of tolt ide was re-
fered Locke’s solution, and the adrenal ible. Nicotine-induced release of

hol secretion was itored drenal hol was also sup-
by a modification of the procedure of  pressed by tolb ide. When adrenal

Robinson and Watts (5). This experi-

of tolbutamide and other sulfonyl

on the

mental procedure has been reported in
and ti detail p! ly (6). The effect of
hol from 1t ide on the sp secre-

glands - were stimulated consecutively
at 30-minute intervals by the same'dose
of nicotine (10—6M for 1 minute), the

induced release of
isolated cat adrenal glands (3) and on

3H-NE (dpm x 1000)
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Fig. 1. The effects of four sulfo

tion of catecholamines was observed by
perfusing the glands with Locke’s solu-
tion containing tolbutamide (0.1, 0.3,
or 1 mM) for 5 minutes. To study the
effect of sulfonylureas on the nicotine-
induced release of hol each

gland - was stimulated twice by per- .

fusion with nicotine (10—%M) for 1
minute. Five minutes before and 5
minutes after the first stimulation by
nicotine, the adrenal was perfused with
either tolbutamide (0.3 or 1 mM) or
tolazamide (0.2 mM). The adminis-
tration of nicotine was repeated 30

on the release of PHINE induced by nico-
tine in isolated guinea pig hearts, measured
in disintegrations per minute. Release of
[H] was stimulated by a single injec-
tion of nicotine. Five minutes before and
after injection, one of the 1 or
the vehicle used to dissolve sulfonylureas
(control) was present. Asterigk denotes
difference from control is significant at
P < .001. N.S., not significant,

after termination of the per-

fusion with sulfonylureas and served
as a control response.
End pinephrine stores in
isolated - guinea pig hearts were pre-
labeled with {SHINE. Hearts were stim-
uated to release {SHINE by single in-
jections of nicotine (4 X 10~7 mole)
20 minutes after PHINE labeling. The

p to the second stimulation was

Table 1. Effect of tolbutamide and tolazamide
on spontaneous and nicotine-induced release
of total catecholamines from isolated cat
adrenal glands. Each gland served as its own
control. The data are expressed as percent
of control. The number of glands studied is
indicated in parentheses after the mean
+ SEM.

Catecholamines released
(% of control)

Dmg;
(mM —
Spontaneons®  nduceat
Tolbutamide
0.1 952 (3)
03 T2+6(5)% 7% 5(4)%
1.0 628 (5t 56 = 10(Nt
Tolazamide
02 51 T()t

* [Rate of spontaneous output in the presence of
sulfonylurea (ng/min) divided by the rate of
spontaneous output in the absence of sulfonylurea
(ng/min)] X 100. Control spontaneous output was
230 =30 ng/min. + [Nicotine-induced release
in the presence of sulfonylurea (ng) divided by
nicotine-induced release in the absence of sulfonyl
urea (ng) X 100, Control nicotine-induced release
was 12,210 == 1,330 ng. 4 Signifiant at P.< .01
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only 60 to 70 percent of the initial
response (data not shown). When
tolbutamide (0.3 or 1 mM) was pres-
ent only during the initial exposure to
nicotine, the second response to mico-
tine was then greater than the first.
Tolazamide (0.2 mM) exerted a simi-
lar inhibitory action (see Table 1).
Nicotine-induced release of PHINE
from the isolated guinea pig hearts was
also inhibited by several sulfonylureas
(tolbutamide, tolazamide, and glyben-
clamide). The order of potency in in-
hlbmng catecholamme release by these

was gl clamide > tol-
mm:de > tolbutamide (Flg 1). Car-
boxytelb ide, a major tabolite

of tolbutamide without hypoglycemic
action (8), showed no inhibitory effect
on induced {*H]NE release.

In vivo studies have led to the postu-
fate that sulfonylureas may possess a
direct stimulatory action on the adrenal
medulla (9). Smce epinephrine release
is i d by lin-induced hypo-
glycemia (10, 11), the previous in
vivo observations - with sulfonylureas
may be an indirect result of the hypo-
glycemia following insulin release. The
present in vitro studies demonstrate that
sulfonylureas act directly to inhibit-the
release of catecholamine from the fe-
line adrenal medulla and from the adre-
nergic nerve terminals in guinea pig
hearts. This effect of sulfonylureas was
observed when catecholamine secre-
tion was stimulated by nicotine or other
secretagogues such as glucagon or KCl
(3, 4). Pittman and Hazelwood selected
doses of insulin and tolbutamide which
caused similar degrees of hypoglycemla
in chick and found el d plasma
epinephrine levels only in those animals
in which the hypoglycemia was induced

tions of catecholamines are known to
inhibit insulin release (13). It was in-
teresting to note that for the two sul-
fonylureas tested in cat adrenal glands
and for the four-tested in guinea pig
hearts, the order of potency in in-
hibiting - catecholamine release paral-
leled their hypoglycemic potency (I,
9).

Results from the present experiments
raise the possibility that this extra-
pancreatic action on the sympatho-
adrenal system may contribute in part
to the hypoglycemic effect of sulfonyl-
ureas.

CHUNG-Y1 Hsu, GAR\' BROOKER
MIcHAEL J. PEACH
Tuomas C. WESTRALL
Department of Pharmacology,
School of Medicine, University of
Virginia, Charlottesville 22903
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A. INTRODUCTION T

.

The aim of this project was to study the effects of chronic adminis~
tyation of tolbutamide to noxmal Rhesus monkeys maintained on an atherogenic
diet. The rationale for carrying out such a project was derived from the
observations of the Univei:sity Group Diabetes Project which suggested that
diabetic patients treated with tolbutamide had an increased incidence of fatal
events related to nfyocardial infarction when compared. to patients managed on ;
placebo or insulin (1). These studies raised the possibility that tolbutamide
administration might acceleréte the development of atherogehic processes. ‘

To test this possibility the Rhesus monkey model was chosen béc_ause
of ample evidence showing that atherosclerosis can be produced in this species
by simple dietary manipulations, and that the qualitative aspects of the
resulting lesions closely resemble atherosclerosis \in mah. :

‘ Thé "Average American Table Prepared Diet™ was used for this study
because it was considered to be better to use a r;elatively mild (and slow)
atherogem’.c_ dietary regimen if one wanted maximum opportunity for a drug to e
show either a positive or negative effect. Furthermore, it w'as thought best
to work with dietary ingredients similar to those that people in the U.S.A
commonly consume. Three chronic (2 year) experiments-conducted in this
iabozatoziy o;ier a ten year period have indicated that this ration was well
accepted by the Rhesus monkey and consistently resulted in mild to modérate
atheromatous change with blood lipid levels not too far above levels- con';rnénly

found in people consuming this type of diet.
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Study. of coronafy artery lesions

The coronary artery_sections were taken at nine predete;‘mined sites in
the main coronary artery (Figure G.6.) and were sectioned on the freezing
(coz) microtome and stained wiﬂ:n 0il Red O for fat. The other nine adjoining
sections that were obtained from the same sites were embedded in paraffin and
stained by hematoxylin and eosin and Gomori trichrome aldehyde fuchsin. They
revealed a very unexpected and disturbing trend; coronary artery lesions in

_ the treee main coronary arteries were almost two times more frequerit and al-
most exactly three times more severe in the tolbuta_mide-treated animals than

" in the control animals in relation to the amount of lipid deposited in the
intima and media‘ (Table G.6.).* The intimal pmliferation noted in the
coronary ;rteries of the ﬁolt;utamide tested animals was also samevwhat more
severe than in the controls but this difference was “not statistically signi-
ficant. Pigure G.7. presents photomicrographs of a&erage types of coxonary
lesions stained for lipids in paired animals. Lower and higher xﬁ'agnification
in the same lesions shows the intimal prolifer:;\tion and 1lipid deposition in
sections of the two types of xr;onkeys. Moderate ‘int:i.mél _p:rolifera}:ion and
lipid deposition in ﬁxe intimas and innermost‘ media can be. seen in animals

treated with tolbutamide.

Pancreatic islet evaluation

) The pancreatic islets of those anlmals‘were carefully exanu.ned by means
'of two stains, the Gomori tr:.chrume-aldehyde—fuchs:.n staz.n and the Ganorx chrome
v:alum hemag:oxyhn stain. 'rhese histolog;cal prepa;fat;onys}were made from three
Bouin's fixed complete cross sections of the pancreas, taken from its ‘tail,

body and head.

*The detailed microscopic evaluations for these coronary lesions as done
.independently by each pathologist are presented pair-by-pair in Appendix IV.
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TOLBUTAMIDE INDUCED ALTERATION OF LEFT VENTRICULAR
FUNCTION IN DIABETES. C.F. Wu.* B. Haider. S.S. Ahmed.
H. A. Oldewurtel.* M.M. Lyons.* and T.J. Regan.** i
Department of Medicine , New Jersey Medical School,
Newark, New Jersey.
The cardiovascular effects of chronic sulfonylurea |
use are in dispute. We have examined this question in
an animal model of mild alloxan diabetes in which we |
have previously observed that left ventricular function
is abnormal during enhanced preload or afterload but
is normal at rest. A group of 7 male alloxan diabetics
with fasting normoglycemia was followed an average of
12 months and compared with a diabetic group equivalent
in intensity and duration but treated with tolbutamide
soon after the onset of diabetes (N=7).. The dose was
250 mg/day at meal time, achieving peak plasma levels
of 42+3.1 ng/ml without subsequent hypoglycemia. These
were compared with a group of 8 healthy control dogs.
After a year, left ventricular function was assessed
in the intact anesthetized state using indicator dilution.
Heart rate and aortic pressure were comparable in the
3 groups. The treated diabetics had'a significantly
higher LVEDP 12.5+1.4 mm.Hg than the untreated diabetics
at 6.1+0.8 mm Hg (P .002), while end-diastolic and
stroke volume were similar. The end-diastolic pressure/
volume ratio was significantly higher than controls in
the tolbutamide group at 0.14+.03 vs .07+.01 (P .05),
but was unchanged in untreated diabetiecs. Enhanced
stiffness of myocardium in treated diabetics appeared
to be correlated with greater accumulation of PAS
positive material in the interstitium. Thus, tolbutamide
at doses which improved glucose tolerance in diabetics
was associated with reduced left ventricular function
and altered morphology.

Clinical Research Vol. XXII, #3 April 1975 |
Abstract for presentation at American Federation for i
Cclinical Research, May 3, 1975 Atlantic City, N.J.

pp 215A
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DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE
PUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION
ROCKVILLE, MARYLAND 20852

MAY 30 1975

Senator Gaylord Nelson
Chairman, Monopoly Subcommittee
United States Senate
Washington, D.C. 20510

Dear Senator Nelson:

This is in further response to your request of April 1, 1975 for information
concerning seven potential criminal prosecutions based on false advertising
charges which were forwarded by the Food and Drug Administration (FDA)

to the Justice Department, but in which prosecution was declined.

Upon a careful examination of our records, it has been determined that of
the seven cases you mentioned six cases dealt with drug advertising
charges and the seventh with a company's failure to report certain
"alarming" findings with respect to a drug. As requested, you will find
enclosed FDA's Tetters of transmittal and the Department of Justice's
negative responses, except that in the cases involving Wyeth Laboratories
and the American Cyanamid Company, no letters reflecting the Department

of Justice's declinations are available. In these two cases, the basis
for the negative decision in each can be gleaned from subsequent
correspondence in which FDA asks for reconsideration of the determinations.

For your convenience, also enclosed are summaries of five of the six cases,
each of which makes reference to the firm name, date of referral, and the
particular product involved. The sixth case, involving the Bristol-Myers
Company, is so summarized in the first paragraph of FDA's letter of
transmittal.

If we can be of further assistance in any way, please let us know.

Sincerely yours,

Enclosure /;Mm% .
Robért C. Wetherell, Jr., Direc

0ffice of Legislative Services
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CASES CLOSED BY DECLINATION OR UNSATISFACTORY SETTLEMENT

Name of defendants or products: Wyeth Labs.
F.D.C. No.: b52677. .
Date Referred to Dept. of Justice : 12-5-66.
Judicial District : B. Pa. |
Problem : Dept. of Justice in Washington, D.C. declined prosecution on false
and misleading advertising charges relating to the drug Serax because seizure
resulted in correction and because FDA intended to publish new advertising
regulation. :
We recommended prosecution for the following reasons: |
1. The defendant had been warned by a notice of hearing under 21 U.S.C.
835, which issued about six months prior to the publication of the ads involved
in Count 2, against the use of false and misleading ads such as were involved
in Count 2. i N
2. The ads involved in this prosecution were false and misleading as follows:
(a) the ads referred to a study, in support of a claim of effectiveness in
geriatric patients, in which no proper controls were exercised, only a small
portion (149) of which were geriatric patients, and the dosage administered
exceeded the dosage permitted by the approved New Drug Application labeling;
(b) the ads falsely claimed that the drug was over 909 effective; :
(e¢) the ads recommended the drug for use in anxiety-linked depression,
which use was not set forth in the approved New Drug Application Labeling;
(d) the ads failed to emphasize that the drug should be used cautiously by
elderly patients because of the possibility of serious hypotensive reactions.
As a result of such false and misleading ads, physicians who relied on them
could be led into an error of medical judgment.in prescribing Serax for their
patients. . : |

Name of defendants or products: American Cyanamid Co.

F.D.C. No.: 53050.

Date Referred to Dept. of Justice: 11-7-66.

Judicial District: S. N.Y. !

Problem: U.S. Attorney declined prosecution on advertising charges relating
to aristocort tablets and Pathibamate tablets because law and regulations
were vague and emissions of side effect and contraindication information in
the ads were not sufficiently grave. - |

A letter of protest was sent by us on 11-6-68 explaining that the law and
regulations were not vague and that the warning information omitted from
{he advertisements for the drugs was important for the physician to know in
order to provide safe patient care. The ad relating to the aristocort tablets
did not state that such tablets may produce such potentially. serious side effects
as acne, spontaneous fractures, aggravation of infection, psychotic disturb-:
ances, thromboembolism, gastrointestinal hemorrhage. The ad relating to the
Pathibamate tablets did not state that hypotensive crisis, anuria, anaphylaxis.
and proctitis are possible side effects and that the tablets are contraindicated
in cases of kriown hypersensitivity to meprobamate.

We did state in our protest letter that in view of the age of the case we
would have to agree that it was unlikely that pressing this case to prosecution
would improve the advertising practices of the defendant and of the industry.

Name of Defendant or Product : Rexar Pharmacal Co.

F.D.C. No.: 53053.

Date Referred to Dept. of Justice : 1-17-67.

Judicial District: E. N.Y. :

Problem: Dept. of Justice in Washington, D.C. declined prosecution on ad-
vertising charges relating to Obetral tablets since the side effects we charged
tc be omitted were not believed to be required by the law but were only “pre- |
cautions”; prosecution also declined on new drug charges against Oby-Rex
capsules because of age of offenses and because factual situation was unattrac-
tive for criminal case.

A letter of protest was sent by us on 4-18-68 stating that the warning infor-
mation omitted from the Obetrol advertisement and which was described as
«Precautions” in the full disclosure labeling of the Obetrol tablets was in fact
“gide effect” information which was required by the law and regulations to be
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set forth in the advertisement. The omitted warning information related to
information that the physician needed to know, namely, that the drug should
be used with caution in individuals with anorexia, psychopathic personality,
history of homocidal or suicidal tendencies, and- emotionally unstable indi-
viduals known to be susceptible to drug abuse. )

With respect to the new drug charge on the Oby-Rex capsules and tablets
we stated that such drug was a potent amphetamine mixture with well recog-
nized hazards, which had not been shown or recognized to be safe in the 30 mg.
dosage for which the drug was intended. To place such unproved dosage on
the market in utter disregard of the new drug procedure was, we believed, a
substantial violation of the law. R

The Department of Justice replied to our letter of protest and stated that it
remained of the opinion that prosecution was not feasible.

Name of Defendant or Product : Syntex Labs.

F.D.C. No.: 53222, k

Date Referred to Dept. of Justice : 3-16-67.

Judicial District : New Jersey.

Problem: We had recommended prosecution on the bagis that the labeling
for Norinyl, an oral contraceptive drug, failed.to bear adequate directions for
use, and that the advertisements for such drug did not bear information relat-
ing to the side effects and contraindications of the drug as required by law.
The Department of Justice in Washington declined prosecution with respect
to the advertisements on the ground that the information omitted did not relate
to side effects and contraindications as we alleged but instead to matters which
were not so categorized in the approved New Drug Application labeling.

We protested this decision on the basis that Congress intended that the ad-
vertising provision of the law should apply to all matters relating to side effects
and contraindications and not be restricted to fixed artificial categories of
information under those headings.

The Department of Justice affirmed its decision on the advertising charges
but did approve prosecution on charges of inadequate directions in the labeling
of the drug, and forwarded the case to the U.S. Attorney for prosecution on
this basis.

The U.8. Attorney declined prosecution because it appeared doubtful to him
that we could prove that the labeling of the drug consisting of the Physician’s
Desk Reference monograph was substantially different from the approved New
Drug Application labeling, and thereby establish that the drug failed to comply
with the cenditions for exemption from the requirement of adequate directions
for use.

We protested this decision on the basis that some of the most vital safety
information in the approved labeling had been omitted from the PDR mono-
graph. The United States Attorney subsequently affirmed his decision against
prosecution.

Name of Defendant or Product : Merck & Co.

F.D.C. No.: 54763. :

Date Referred to Dept. of Justice : 3-21-68.

Judicial District: B. Pa.

Problem: We recommended prosecution based on defendant’s failure to im-
mediately report to FDA the defendant’s findings with respect to the drug MK-
865. We considered such findings to be “alarming” within the meaning of the
NDA regulation and therefore findings which should be immediately reported
because they disclosed the development of cancer in animals which had been
tested with the drug.

The Department of Justice declined prosecution because it did not agree with
our interpretation of the NDA regulation relating to immediate reports on
“alarming findings.”

Name of Defendant or Product : Warner-Lambert Pharm. Co.

F.D.C. No.: 53548.

Date Referred to Dept. of Justice : 2-15-68.

Judicial District : New Jersey.

Problem : We recommended prosecution on the basis that the labeling of the
drug Peritrate was false and misleading and failed to bear adequate directions
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for use, that such drug was a new drug recommended for certain uses and'no
approval of a new drug application was effective with respect to such uses;
and that the advertisements for the drug did not present true statements of the
effectiveness of the drug since such ads contained false and misleading repre-
sentations concerning the efficacy of the drug for acute myoeardial infarction
and for stimulating collateral circulation. |
In addition we recommended prosecution with respect to the drug Proloid
on the basis of advertisements which would mislead physicians: into believing
that Proloid was the drug of choice in the treatment of myxedema and that
cardiac complications could be avoided. B ) - :
The Department of Justice in Washington declined -prosecution because it
disagreed with our interpretations. of what the Peritrate and Proloid ads
represented and suggested and because the defendant had ceased the advertis-
ing and labeling practices complained of with respect to Peritrate. : '

OCTOBER 24, 1966.
In reply refer to F.D.C. No. 53050. :
The Honorable ATTORNEY GENERAL,
Department of Justice,
Washington, D.C. : :
DEAR MRr. ATTORNEY GENERAL: We request the institution of criminal pro-
ceedings under the Federal Food, Drug, and Cosmetic Act, against Lederle
Laboratories Division, American Oyanamid Company, a corporation, Pearl
River, New York. :
_The offenses complained of occurred during the period from about October 18,
1964, to about September 15, 1965, and involve the introduction into inter:
state commerce at Pearl River, New York, for delivery to Kansas City, Mis;
souri, and Hillside and Newark, New Jersey of three articles of drugs: Artane
(Trihexyphenidyl Hydrochloride) Rlixir, Aristocort (Triamicinolone) - tablets,
and - Pathibamate-400 (Tridihexethyl Chloride-Meprobamate) tablets. !
There are transmitted herewith a suggested form of criminal information
and the following exhibits: i
(1) Copies of Notice of Hearing. !
(2) Copies of bottle labels for Artane Elixir, Aristocort tablets and Pathiba-!
mate tablets. .
(8) Copies of package insert labeling (the approved New Drug Application:
labeling) for Aristocort and Pathibamate. ; ;
(4) Copies of package insert labeling for Artane Blixir. :
(5) Copies of cartons for Aristocort tablets and Pathibamate tablets, :
(6) Copy of the advertisement for Aristocort tablets which appeared in the !
Journal of the American Medical Association for August 16, 1965, and a copy :
of the advertisement for Pathibamate tablets which appeared in the Archives !
of Internal Medicine for September, 1965. .

SECTIONS OF ACT INVOLVED

The Information charges violation of 21 U.S.C. 331(a) in that the -defendant
caused the introduction- into interstate commerce of articles of drug which
were adulterated and misbranded .(Artane Elixir) or misbranded (Aristocort
tablets and Pathibamate tablets). Further, the articles were prescription drugs
within the meaning of 21 U.S.C. 353(b) (1) (B) (Artane Elixir), or of 21 U.8.C.
558(b) (1) (C) (Aristocort and Pathibamate).

It is alleged that the Artane Elixir was adulterated within the meaning of
21 U.S.C. 851(c) in that its strength differed from that which it was represented
to possess, and also misbranded under 21 U.S.C. 852(a) in that it did not con-
tain the quantity of trihexyphenidyl hydrochloride declared on the label.

Tt is also alleged that the Aristocort tablets and the Pathibamate tablets
were misbranded within the meaning of 21 U.S.C. 352(n) in that the defendant
failed to include in the advertisements caused to be issued by it with respect to
the drugs in the August 18, 1965, issue of the Journal of the American Medical
Association (Aristocort), and the ‘September, 1965, issue of the Archives of
Internal Medicine- (Pathibamate), a true statement of information in brief
summary relating to side effects, contraindications and effectiveness of such
drugs as required by regulations, 21 CFR 1.105 (e) and (f) 2).
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BACKGROUND INFORMATION

“Artane” is a trademark held by Lederle Laboratories for the drug, trihexy-
phenidyl hydrochloride. At the time of the alleged violation, Artane was com-
monly prescribed for the management of all forms of Parkinsonism and for
the prevention and control of extrapyramidal disorders due to central nervous
system drugs. .

“Aristocort” is a trademark held by Lederle Laboratories for the drug, triam-
cinolone. At the time of the alleged violation, Aristocort was commonly pre-
scribed in the treatment of rheumatoid arthritis and associated syndromes,
acute bursitis, fibrositis, myositis, tendinitis, and torticollis, vasomotor and
allergic rhinitis, bronchial asthma, pulmonary emphysema, and pulmonary
fibrosis, aginoneurotic edema, urticaria and serum sickness, dermatoses, pso-
riasig, disseminated lupus:erythematosus and other collagen diseases, nephrotic
syndrome, rheumatic fever, leukemia and other lymphomatous diseases, hemo-
lytic diseases, eye disorders, congestive heart failure and edema.

“Pathibamate” is a trademark held by Lederle Laboratories for the drug, tri-
dihexethyl chloride in combination with meprobamate. At the time of the al-
leged violation, Pathibamate was commonly prescribed in the treatment of or-
ganic and functional disorders of the gastrointestinal tract, especially when
accompanied by anxiety, neurosis, or tension states and in the management of
gastric and duodenal ulcers.

Lederle Laboratories submitted to the Food and Drug Administration a new-
drug application for Aristocort which was approved on October 24, 1957, and
one for Pathibamate which was approved on April 22, 1957. Artane Elixir was
originally marketed under the provisions of an-approved new-drug application,
but in September, 1955, the article was no longer considered a new drug.

EVIDENCE OF ADULTERATION

Examination at laboratories of the Food and Drug Administration of a sample
Artane Elixir which had been shipped in interstate commerce by the defendant
revealed that the article. contained about 739 of the amount of active ingredi-
ents declared on the labeling.

EVIDENCE OF MISBRANDING

The medical journal advertising for Aristocort tablets appearing in the Au-
gust 16, 1965, issue of the Journal of the American Medical Association did not
contain a true statement in brief summary of the side effects, contraindications
and effectiveness of Aristocort fablets, in that reference to the following in-
formation, which appeared in the labeling accepted as part of the approved
new-drug application for Aristocort, was omitted:

1. The administration of anti-inflammatory steroids, such as Aristocort, has
catabolic effects, and this, coupled with the anorexia frequently associated with
the use of Aristocort, may produce a weight loss, and a steroid myopathy with
advanced muscle weakness.

2, Aristocort may produce the following potentially serious side effects: moon
face, striae, acne, buffalo. hump, osteoporosis, spontaneous fractures, ame-
norrhea; aggravation of infection, psychotic disturbances, thromboembolism,
gastrointenstinal hemorrhage, hyperglycemia, headache, insomnia, fatigue, hir-
sutism, vertigo and rarely necrotizing angitis; and necrotizing esophagitis and
acute pancreatitis have occurred during corticosteroid therapy and may be
caused by such therapy. )

3. Caution should be exercised in. the prolonged use in children because of
the possibility of growth suppression.

4. It is important that therapy be withdrawn gradually after prolonged
treatment. Adequate supportive measures, increase in dose or ACTH supplemen-
tation are indicated when undue stress occurs during or after triamicolone
therapy and, if severe reactions or idiosyncracies are encountered, the drug
should be discontinued and appropriate measures instituted.

5. Edema may occur, particularly in situations where the glomerular filtra-
tion rate cannot increase, such as in renal disease.

The advertisement for Aristocort further caused the drug to be misbranded
within the meaning of 21 U.S.C. 353(n), in that the promotional text did not
fairly show the effectiveness of the drug and lacked fair balance in its presenta-
tion as required by regulation 21 CFR 1.105(e), in that: (1) it implied that
patients previously considered untreatable because they are ‘“steroid risks”
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become treatable with “Aristocort”, without revealing the fact that patients
with edema associated with a poor glomerular filtration rate are just as un-
treatable with Aristocort as they are with any other steroid, and (2) through
the use of the statement: “Classic problems, such as salt and water retention,
edema, overstimulated appetite, excessive weight gain, hypertension and eu-
phoria, are unlikely to occur,” without reporting that one of the major charac-
teristics of this drug is its tendency to produce weight loss far more often
than other steroids, due either to excretion of water, depression of appetite or
protein catabolism, which weight loss is undesirable in some patients. |
The advertising for Pathibamate tablets appearing in the September 1965,
issue of Archives of Internal Medicine caused the drug to be misbranded within
the meaning of 21 U.S.C. 852(n), in that it did not adequately present the
information, as found in the labeling accepted as part of the approved new-
drug application, concerning those side effects and contraindications which are
pertinent to the uses suggested in the advertisement and for any other use for
which the drug is commonly prescribed, as required by regulation 21 CFR
1.105(e) in that the following information is omitted : i
1. Hypotensive crises, anuria, anaphylaxis, and stomatitis and proctitis are
possible side effects. . |
2. Allergic or idiosyncratic reactions may develop in patients who have had
only 1 to 4 doses of meprobamate and have not had previous contact with the
drug. ) . ‘
8. The drug is contraindicated in cases of known hypersensitivity to mepro-
bamate. i
4. If severe reactions or idiosyncracies occur, use of the drug should be dis-
continued ; and the drug should be administered cautiously to patients “. .. who
'are hypersensitive to sympathomimetic compounds, who have coronary or car-
\diovascular disease or who are severely hypertensive.” !

EVIDENCE OF VIOLATIVE SHIPMENT

Counts I and IT: (Artane Elixir)
The sample was collected at Lederle Laboratories’ branch warehouse located

al 6100 Bast 60th Street, Kansas City, Missouri, by Inspector Donald L. Ogles-
bay. The sample was identified by the branch manager of Lederle Laboratories’
branch warehouse at Kansas City, Missouri, who furnished the collecting in-
spector with documents showing that Artane Elixir sampled was shipped by
Lederle Laboratories Division, American Cyanamid Company, Pearl River,

New York, on October 13, 1964, via Qooper-J arrett, Inc.
Count ITI: (Aristocort)

The sample was collected at the New Jersey Wholesale Drug Company, 645‘3
Glenwood Avenue, Hillside, New Jersey, by Inspector Kendrick M. Cole. The |

lot sampled was identified by William Prairie, the warehouse manager of New i

Jersey Wholesale Drug Company, Hillside, New Jersey, who said that the ship- |
ment was received from Lederle Laboratories Division, Pearl River, New York, !
on September 3, 1965, via a truck of the Oostydyke Trucking Company. On |
November 9, 1965, Inspector Cole obtained a copy of the August 16, 1965, issue
of the Journal of the American Medical Association together with an appropri- |
ate affidavit from Peter J. Bonanno, M.D., whose office is located at 741 Tea-

neck Road, Teaneck, New Jersey.

Count IV: (Pathibamate)

The sample was collected at Bonis Division of Ketchum & Company, 119
Plane Street, Newark, New Jersey, by Inspector Kendrick M. Cole. The sampled
lot was identified by Sylvanus Ficklin, warehouse manager of Konis Division
of Ketchum & Company, Newark, New Jersey, who said that the shipment
sampled was received on September 17, 1965, from Lederle Laboratories Divi-
sion, Pearl River, New York. On November 15, 1965, Inspector Cole obtained
from ¥. Weisbrod, M.D., 61 South Munn Avenue, East Orange, New.Jersey,
page 64-A of the September 1965 issue of Archives of Internal Medicine together
with an appropriate affidavit signed by Dr. Weisbrod.

HEARING PURSUANT TO 21 U.8.C. 335

On December 1, 1965, Mr. Bertram H. Lebeis, Legal Department, American
Cyanamid Company, appeared at a hearing held in the Food and Drug Admini-
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stration offices in New York, New York, and submitted a written response dated
November 30, 1965.

Mr. Lebeis said that the nature of the charges were understood and a discus-
sion was had of the misbrandings by the journal advertisements of the Aristo-
cort tablets and the Pathibamate tablets. Mr., Lebeis then requested, and
received, additional time in which to submit a supplemental response. The sup-
plemental written response was received on December 14, 1965. In its written
response dated November 30, 1965, Lederle Laboratories stated that the Artane
Elixir was put into 3800 pint bottles on June 8, 1964, that tests performed by
the firm’s quality control section disclosed that the bottles filled at the end of
the run contained less of the labeled amounts of the active ingredients than
permitted, and that these subpotent bottles were destroyed. 3,117 bottles, how-
ever, were released for sale. Lederle Laboratories believed that all the sub-
potent material had been rejected and that it acted in good faith in releasing
the balance.

With regard to the charges that the medical journal advertising for Aristo-
cort and Pathibamate tablets caused these drugs to be misbranded, Lederle
Laboratories said that it was apparent that a medical journal advertisement is
neither intended nor required to instruct the practitioner how to practice his
profession or to remind him of things which are a part of the “common law” of
medicine. :

Lederle Laboratories then proceeded to deny the charges, contending that:
(1) statements in the advertising relating to side effects, precautions -and con-
{raindications served to adequately call to the reader’s attention the required
warning information in the labeling; (2) the information omitted represented
that which is part of a physician’s overall fund of medical knowledge; and
(3) the drug has one of the best records for not causing edema, and therefore
there was no necessity for the warning that edema might occur in situations
such as renal disease.

With regard to the charges that the advertisement for Aristocort lacked a
fair balance in its presentation, Lederle Laboratories contended that the ad-
vertisement did not imply that the otherwise untreatable patient became treat-
able with Aristocort, but rather that the advertisement carefully pointed not to
all, but to “large numbers” and to ‘“many’’ in the untreatable group who were
able to benefit from Aristocort therapy. Lederle Laboratories also said, that the
advertisement pointed out that patients with certain diseases or econditions
could not be treated with other steroids, viz., overweight, with cardiac disease,
with hypertension, with pulmonary fibrosis associated with congestive heart
failure, and that it was for these patients that weight loss was desirable and
for them alone that the drug is called to the attention of the physician.

CONCLUSIONS

We believe that the factors which have been set forth in some detail above
show that the advertisements used by this firm have not met the standards
required by law. The omissions and deceptive statements involved were numer-
ous and serious. Moreover, the side effects and contraindications were already
well known to the company as they were set down in the New Drug Applica-
tion labeling. Advertising prescription drugs should be a very special operation—
wholly unlike advertising the 1967 model automobiles or the tars and nico-
tines of cigarettes. It should be based on the scientific data that allowed the
drug to enter the market—you need look and can look no further than the
labeling accepted in the New Drug Application for the allowable claims and the
required warnings. In drug advertising the law does not provide for product
touting or “puffing” when it entails a compromise in the requirement of full
disclosure. The advertisements involved in the charges contain half-truths
designed more to boost sales than to provide a physician with the information
essential to the proper and safe prescription of the drug. Busy physicians
should and must be able to rely on statements concerning a product without
referring back to the original source to leok for inconsistencies and contra-
indications.

We also believe that the Artane Elixir was substantially subpotent; and such
fact was known to the firm through the tests it performed on the drug. Defend- -
ant clearly acted in callous disregard of the public health by shipping a drug
known to be subpotent. )

The manufacturers of potent drugs, better than others, know the potential
hazards of their products. We believe the prosecution is fully warranted.
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WITNESSES

The principal witnesses in this case will be the Government inspectors who
collected the samples; Government chemists who examined the Artane Blixir
sample ; cooperating physicians who subscribe to the Journal of the American
Medwwl Association or the Archives of Internal Medicine; and medical oﬂicers
of the Food and Drug Administration’s Bureau of Medlcme who can testlfy
as to the approved new-drug applications, approved labeling, and the serious
nature of the alleged medical journal advertising misbrandings.

It is requested that, if the information is amended, we will be provided w1th
a copy thereof. Upon request, this office shall render such further assistanée
as may be possible.

Sincerely yours,
‘WinLiaM W, GOODRICH,
Assistant General Counsel,
Food and Drug Division. |

NOVEMBER 6, 1968.

Re American Cyanamid Co., Inc., FDC 53050. Your ref. FMV :JWK :jbg : 21-51~
518. . ;

Hon. Frep M. VIiNsoN, Jr.,
Assistant Attorney General,
Department of Justice,
Washington, D.C.

Dear MR. VinsoN: Thank you for your letter of October 30, 1968, enclosing
a copy of the United States Attorney’s letter of July 1, 1968, declining prosecu-:

tion in this case.

The reasons given for declining prosecution are that the case is old, that the.
law and regulations are vague, and that the Company’s failure to include side
effect and contraindication information in its advertisements did not appear to:
have sufficiently grave medical seriousness to persuade a jury that criminal !

action had occurred.
It is true that the case is old. We sent it to your office in November 1966.
We contacted the United States Attorney urging him to file the case, sent a

physician to New York to explain the medical significance of the advertising |
failures, and supplied a memorandum to him pointing out the medical failures. .
The law is not vague. The regulations are clear enough to cover what hap- :

pened here.

The regulations requlred the Company to include in all advertisements a
brief summary relating to side effects, contraindication and effectiveness and
to achieve a fair balance in presenting information related to effectiveness and
side effects and contraindications. Quite pertinent here is 21 CFR 1.105(f),
which requires that any advertisement for a new drug approved prior to Octo-
ber 10, 1962, “shall present information from [the approved new drug] labeling
concerning those side effects and contraindications that are pertinent with
respect to the uses recommended or suggested in the advertisement and for any
other use or uses for which the dosage form advertised is commonly prescribed.”

It is clear to us that the advertisements here involved failed to comply with
regulation 1.105 (a) and (f) (2). The details of the inadequacies are set out in
the information we sent you and in the memorandum we supplied to the United
States Attorney.

The warning ideas that were omitted from the advertisements were required:

in the labeling as a condition of the approval of the drugs for marketing
through the new drug procedures. That they present information which the
physician must have in mind for safe patient care cannot be successfully
disputed.

The Company had no reason to be in doubt as to what information was
required in the advertisements. It had only to go to its approved labeling and
fairly summarize that information in the advertisements. The best that can be
said for Lederle is that in its summarizations it made a choice of what infor-
mation it thought the physician needed. But that. choice was not available to
it. The regulations, which have the force of law, required -a summary of the
approved prescribing information in the package insert labeling.

To say that “moon face”, “buffalo hump”, “acne” and some of the other
~ distressing side effects of corticosteroids are unimportant because they merely
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are cosmetically undesirable is to ignore the realities of good patient care. And,
as the United States Attorney notes, there were several more serious side
effects that were neglected in the advertisements.

Your letter of October 30, 1968 states that you have no basis for disputing
the judgment of the United States Attorney because we have not supplied you
with a narrative account of expected testimony of witnesses, copies of exhibits,
and a brief of legal points.

We did not go to the expense of preparing this case for trial before it was even
filed. The exhibits have been sent to you with our letter of November 7, 1966.
If they have been misplaced, we will replace them. We didn’t know what points
to brief because we did not have the United States Attorney’s questions.

We write to you at this length to be sure that the file is not left indicating
that there are some facts we have not supplied or arguments we have not
made. But we will have to agree with you that the age of this case and the
reluctance of the Department of Justice to prosecute the action makes it seem
unlikely that pressing this case will improve the advertising practices of this
Company or the Pharmaceutical Industry.

Yours very truly,
WiLLIAM W. GOODRICH,

Food, Drug, and Environmental Health Division.

U.S. DEPARTMENT OF JUSTICE,
U.S. ATTORNEY,
SouTHERN DISTRICT OF NEW YORK,
New York, N.Y., February 25, 1970.

Re U.8. v. American Cyanamid Co., t/a Lederle Laboratories, Div., F.D.C. No.
53050 118-943 A et al.

DEPARTMENT OF HEALTH, EDUCATION AND WELFARE,
Foop AND DRUG ADMINISTRATION,
Brooklyn, N.Y.
Attention JErROME J. DoNOVAN, Hearing Oficer

DeAR Sirs: In checking the file in this matter we find a letter dated Sep-
tember 25, 1968, in which you ask for the status of this matter. I have no indi-
cation that this letter was answered. However, this is to advise you that on
April 29, 1968 prosecution was declined and the file was closed.

Very truly yours,
WHITNEY NORTH SEYMOUR, Jr.,

United States Attorney.
By Sivvio J. MoLLo,
Chief Asgistant, United States Attorney.

OcTtoBER 30, 1968.
Re American Cyanamid Co., Inc., F.D.C. No. 53050.
Mr. WiLLiAM W. GOODRICH,
Assistant General Counsel,
Department of Health, Bducation, and. Welfare,
Washington, D.C.

DEAR MR. GoopricH : We are in receipt of a further communication from the
United States Attorney for the Southern District of New York, setting forth
his reasons for declining prosecution in the above matter. Since the material
submitted to us by your office has not been augmented as we suggested in our
letter to you dated June 4, 1968, we have no basis on which to dispute any of
the judgments of the United States Attorney.

Therefore, we have acquiesced in his decision and have closed this matter
without prosecution.

Sincerely,
Frep M. VINSON, Jr.,
Assistant Attorney General,
Criminal Division.
By HaroLD P. SHAPIRO,
Chief, Administrative Regulations Section.
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JUNE 24, 1966,
In reply refer to F.D.C. No. 52397. ‘:
The Honorable ATTORNEY GENERAL,
Department of Justice, ;
Washington, D.C. |
- DEAR MR. ATTORNEY GENERAL: We request the-institution of criminal pro-
ceedings under the Federal Food, Drug, and Cosmetic Act against Bristol-
Myers Company, a corporation trading and doing business under the name ‘pf
Bristol Laboratories Division of Bristol-Myers Company at Syracuse, New
York. The offenses complained of occurred on or about May 11, 1965 and Septem-
ber 9; 1965 and involved the introduction into interstate commerce at South
Hackensack, New Jersey, for delivery to Pittsburgh, Pennsylvania, of prescrip-
tion drugs, namely, “Salutensin”, a combination of Saluron (hydroflumethi-
azide), Reserpine, and Protoveratrine A, and “Prostaphlin” (sodium oxacillin),
both of which were misbranded. ) :
There are transmitted herewith a suggested form of criminal information
and the following exhibits: i
A. Copies of Notices of Hearings. : = i
B. Bottle labels. . i
C. Package inserts (the Salutensin approved NDA labeling and the Prostaph-
lin approved antibiotic labeling). ‘ !
D. Copy of Prostaphlin monograph on pages 563 and 564 of the Physicians’
Desk Reference, 1965 Edition. :
B. Copy of Salutensin advertisement in the American Journal of Cardiology
of November, 1964. : :
F. Copies of Salutensin Mailing Pieces. |
G. Copy of Salutensin monograph on page 654 of the Physicians’ Desk Refer-
ence, 1965 Edition. |
H. Copy of Salutensin Mailing Piece SH 4950-1 (October 1961).

SECTIONS OF THE ACT INVOLVED

|
The Information charges violations of 21 U.S.C. 831(a) in that the defendant!
caused the introduction into interstate commerce of the above mentioned drugs
which were misbranded as hereinafter described. |
I—~Salutensin: The drug was misbranded when introduced into interstate!
commerce within the meaning of 21 U.S.C. 352(n) in that defendant failed to |
include in an advertisement caused to be issued by it in the November 1964
edition of the American Journal of Cardiology a true statement of information |
in brief summary form relating to the drug’s effectiveness, side effects, and |
contraindications as required by regulation 21 CFR 1.105 (e) and (f). The
drug was further misbranded within the meaning of 21 U.8.C. 852(f) (1) in that |
its labeling failed to bear adequate directions for use, the drug not being |
exempt from such requirement since it was a prescription drug which was also |
a new drug subject to 21 U.S.C. 355 and the labeling namely two mailing pieces |
identified as SH 38852 RV and SH 3919 RV-2 and the monograph appearing in |
the 1965 Kdition of the Physicians’ Desk Reference was not, as required by |
regulations, substantially the same as the labeling authorized by the new drug |
application for the drug. ¢
TI—Prostaphlin: The drug was misbranded within the meaning of 21 U.S.C.
352(f) (1) in that the labeling of the drug failed to bear adequate directions
for use. Nor was the drug exempt from such requirement since it was a pre-
seription drug which was an antibiotic drug subject to 21 U.S.C. 857 and its
iabeling, namely its monograph, set forth in the 1965 edition of the Physicians’
Desk Reference, was not, as required by regulations 21 CFR 1.106(b) (4), sub-
stantially the same as the labeling required as a condition for its certification
nor did it provide adequate information for use under which a physician could
use the drug safely and for the purposes for which it was intended. (See 21
CFR 146.2). It was further misbranded under 21 U.S.C. 352(1) in that the
monograph appearing in the 1965 Physicians’ Desk Reference is labeling which
had not been submitted to the Commissioner of Food and Drugs as required by
the Antibiotic Regulations, 21 CFR 146.2(b). (See also 21 CFR 146.4(a)(1)).

BACKGROUND INFORMATION

I—“Salutensin” is a trade-mark held by Bristol Laboratories for the drug,
which is a mixture of Saluron (hydroflumethiazide), Reserpine, and Protovera-
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trine A. At the time of the alleged violation, Salutensin was commonly pre-
ceribed for the treatment of hypertension and cardiovascular disease.

Bristol Laboratories submitted to the Food and Drug Administration a new-
drug application for Salutensin which was approved on June 20, 1960.

The advertisement for Salutensin which appears in the November 1964 edi-
tion of the American Journal of Cardiology is a two page ad containing repre-
sentatons relating to the. effectiveness of the drug and statements concerning
certain side effects and precautions applicable to it.

Salutensin Mailing Pieces, which are identified as “SH 3852 RV” and “SH
3919 RV-2”, were designed by Bristol Laboratories. These four page mailing
pieces were printed in September 1963. They contain representations relating
to the ‘effectiveness of the drug and statements concerning certain side effects
and precautions applicable to the drug. The two aforesaid mailing pieces were
distributed for Bristol Laboratories by Fisher-Stevens, Inc., a service organiza-
tion, of Clifton, New Jersey as follows:

(1) On May 26, 1964, 75,131 of the “SH 3852 RV” Mailing Pieces were mailed
to all General Practitioners, Doctors of Internal Medicine, and Cardiologists
under 65 in private practice in the United States.

(2) On July 15, 1964, 75,145 of the “SH 3919 RV-2” Mailing Pieces were
mailed out to the above identified physicians in the United States.

The May 1964 mailing was sent to 4,899 and the July 1964 mailing to 4,794
physicians in the state of Pennsylvania. Fourteen percent of these Pennsylvania
llj)hysslilciaatns are located in Allegheny County which includes the city of Pitts-

urgh. . : =

The 1965 edition of Physicians’ Desk Reference, published by Medical Eco-
nomics Inc., contains on page 564 a monograph for Salutensin. The PDR is pub-
lished annually in cooperation with the subscribing manufacturers. The purpose
of the PDR is to make available to the physician “essential prescription infor-
mation on major pharmaceutical specialties”. Information appearing in the
PDR, however, is solely that furnished by the manufacturer. This is made
clear by the “foreward” in the 1965 Edition which contains the following
statement : ‘“The function of the publisher is the compilation, organization, and
distribution of the information. Each product description has been prepared
by the manufacturer; and edited and approved by the manufacturer’s Medical
Department, Medical Director; or Medical Consultant.”

An approved package insert for Salutensin bearing the date June 19638 details
the .side effects, warnings and precautions that are associated with the- drug.
It is clear that the manufacturer, Bristol-Meyers, had ample time prior to sub-
mission of the monograph for the 1965 edition of the PDR and before distribution
of the two mailing pieces, to include this information contained in the approved
package insert. . : ;

IT—“Prostaphlin” is a trade-mark held by Bristol Laboratories for the anti-
biotic drug, sodium oxacillin. At the time of the alleged violations, Prostaphlin
was commonly prescribed in the treatment of infections due to penicillin G-
resistant Staphlococcus aureus, including skin and soft tissue infections, respi-
ratory tract infections, genitourinary tract infections, osteomyelitis, bacteremia,
septicemia and enterocolitis due to penicillin G-resistant staphlococci.

The 1965 edition of the Physicians’ Desk References contains on pages 563
and 564 a monograph for Prostaphlin. As already indicated the information
supplied in the PDR is wholly provided by the manufacturers of the drugs
involved. The package insert labeling for Prostaphlin represents one of the
specimens of labeling which were submitted to the Commissioner of Food and
Drug on January 27, 1965 with a request for certification of the batch of Pro-
staphlin identified by Lot No. B 5312 from which the alleged shipment of Pro-
staphlin was subsequently made. Such labeling contained the four relevant
hazards, contraindications, side effects, and precautions complained of herein.
The copy of the Prostaphlin package insert bears the date August 1963. This
proves conclusively that the firm knew about these conditions and had more
than adequate time to include them'in the 1965, and probably even in the 1964,
Edition of the Physicians’ Desk Reference.

EVIDENCE OF MISBRANDING
I—Salutensin :
21 U.8.C. 352(n) (Regulation 1.105 (e) & (f)).—In regard to the advertise-
ment in the November 1964 American Journal of Cardiology, examination has
shown that the advertisement failed to contain a true statement in ‘“brief



- summary” relating to side effects; warning’s and ¢ol ti'ainmeétl,"" 5. ,
‘ing important-idéas relating to patient safety whiecl e “appr
NDA: labellng were not expresseel in’thé ‘”brief sum ary” part of the advertise-a

: ment' ' . :

a. “Severe depresswn is ‘a contraindmatlou to the use of rese
b. “If progressive increases in serum mtrogen (BUN NPN creg
1he1apy should be discontinued; - i W
¢. “If patients'are to undergo elec‘uve surgery réqulring
reserpme should be discontinued-at least 2 weeks beforehand.
- ~d.'“This drug should be ‘used cautiously” in ‘hypértensiy
msuﬂwlency, partxcularly if sueh patients are digitalized.” “:7
-6, “If there is evidence of' myocardlal‘ irmtablhty (extmsystoles, bigel :
; 01"'AV bloek), reduce ‘the-dose or dleeontmue SALUTE arﬂless* of
" -whether the patient is on digitalis”? e
oAl Caution is alsonecessary when Conditl 0 ex
“'serum electrolyte ‘concentrations; e.2. vomi g
g “Decréases in serum’ potassiun 'dr
retentwn caused by hepaticcirrhosis and- stermdﬂadminist S &
‘h. “Increases' in excretion “[of sodium and chloride causéd - by hydroﬂum thi- |
azide] may produce altérations in the concentrations or serum eleetrolytes re-
sulting ‘in" hypochloremia, hypoeloremlc ‘alkalosis, hyponatre 1a or
mia.” (The ads ‘Statement, “alteration®in electrolyte balk
does 1ot make it clear that' sodium and chlorides nngk.- g
. below ‘normal and that there is'a-possibility ‘of ‘a ‘serious clini
i."*Rarely, it 'may be necessary to stop thiévzlde herh
can be dlleviated.”

§.“In’states of pre-coma of hepatlc origin,
coma »

The promotlonal text/iof ‘the - advertlsement contains‘f
representations as follows: Ji i
a. The-claims’ that the use of Salﬁtensm wﬂl “get blo
ér”-and that 'use 'of ‘Salutensin ‘will yield “niore §uécessfu
tension,” ‘than “;yust thxaade-reserpme” haVB not been ap’p

b. Referring to the combmatmn of th1az1de, reserpine and protoveratrme»A
the ad states: “Clinically, the’ advantages of. such a:‘,,

" summed up as follows: i ‘
and veratrum has greatly widened thetherapeutic and oﬁic range, I
‘ veratrum’ more-effective and simple to:a@minister *
more physwians do not take advantage of : vefatr”um, thiazi

ad uses reference #2 (Finnerty) for'the two-senten ’statem‘ent quoty d(\abetfe,

Such statement is ob;ectionable for the’ following reasongt Yo

(1) The is led to believe that Tinnerty used p;-oteveratru A AN
sﬁudy ‘In" fact; "he prescmbed Yeriloid: (alkavervib) ‘and! ‘Unitensin
mine )y (Protm?eratrine ‘a pumﬁed single alkaloid isolated from’ Veratrum !
album, Alkavervir is a-partially purified extract conta ng“a ﬁnxture of ‘alka- |
loids, obtained from Veratrum wm Gryptenamme is’ |
an extract of Veratrum viride,)

" (2) The ad misleads by quotin therty eut of ; ’ ‘

. believe thdt thé authot was’ adv mg thg’ readér
trum, reserpine and thiazide:
effect ‘when a “simple” des&ve'
mends, is followed, A review of anert %
case, for in the ‘Several: sentences’ loéated' W
the author gives these detailed instriictions: the! pati%m 1
tinie eVery day; the patient shotﬂd ﬂbﬂ edt fo1 8

Also related to the problem of effectlveness a
- ments, elsewhere in hisﬁ?r?tlcle, that ‘the ftﬁ

in a-&i 1e~50 ‘g, daily dose (1ot At
hydro’ﬁumeéhiazxde in- Salutensin ¥ h
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of the diuretic to be given up- to four times a day); that it was necessary .to.
administer supplemental potassium to- those. digitalized patients. who had been
given & trial of other thmzxdesmother than, chlorthalidone~to avoid arrhyth-
mias;, that 'a marked increase in'toxic reactions occurs when more than0.25 .
mg. of ‘reserpine per-day is-administered (nete that the.dosage range recom-.
mended. in the package insert for the reserpine: component in' Salutensin -may
be much higher than that recommended by Finnerty) ; that.because mental
depression: from. reserpine. has- resulted -in  suicides; monthly. chneekup is; ‘man-
datory ; ‘that the combination of veratrum, thiazide and reserpine is indicated
in moderately severe hypertension, and that he does not-advocate the combina-
tion in mild:-or severe hypertension, .

21 .U.8.0, 352 (f) (1) [Reg 1106(1})(4)] Salutensin - 1s a prescription drug
within ‘the ‘meaning .of 21 U.8.0. 853(b) (1) () in that it is limited: to preserip-
tion use by its approved new drug application. Accordingly, since adequate.di-
rections for lay use cannot he written for a prescripbion drug, it is clear that
the labeling for Salutensin. here mvolved did not bear-adequate directions for
14y use, as-required. by 21 U.S.C:: 852(£).(1)., Furthermore, the. Salutensin in-

volved here was not éxempt from-21 U.S.C, 352(f ) (1) as: provided. for by regu- -
lations. 21 CFR 1. 106 (b), since it faﬂed to comply with the condition for ex- -

y‘emption set forth -in subparagraph 4(i), of ssuch: regulations.. This condition .
requires that any labeling of a prescription drug shall contain; adequate informa~
tion for ‘use including indications, effects, dosages, routes, methods and fre.
quency ,and ‘duration of administration and any televant hazards, contraindi-
cations, side effects .and precautions under which practitioners. licensed by law
to administer the drug can’ use the drug safely and for the purpose for which
;lt is intended and, if the drug is subject to 21 U.S.C. 855, the labeling providing
such information shall be substantially the same as the- labelmg authorized by
the approved new drug applieation for such drug. :
- In the .case of Salutensin, examination-of.the: Mailing Piece designated as

“SH 3852 'RV”; which is labeling for the drug as described in regulations 21 CFR

*1,105(1), has disclosed that sueh labeling is not substantially the same- as- that ‘
which: is set. forth in the approved new, drug application for. the drug. . .. . |
b This mailing piece deviates substantially from the-approved package lnsert
‘labeling by falling to disclose the followmg s1de effects,, warnings and: preca.u—
tions« ;. o
o Reduetmn of serum eleetrolyte concenfratlons. may oceur with Salutensm

“resulting in hvpoehloremi&, hypochloremis alkalosis, hyponatemia . . .”.The -.

warning in the mailing piece that “alterations in electrolyte balance . . . may
oceur? does not clearly. inform the reader that the electrolytes, sodlum and
chloride, can be depressed below normal levels to cause: these potentially serious
.clmlcal states.
o “If indicated, potassium loss often may be easily Te la ced by mcluding :
: potassium-rich foods in the diet- (tomato:juice or orange.juice or other citric..
~“juice, banana, ete.). Patients tnable or unwilling - to: take ] 3
given potassmm chloride 1 Cm 2:to 4 times daily by mouth. Rarely, it ‘may be -
.neeessary to_stop. thiazide therapy before hypokalemia can: be alleviated W
“c. Some patients may have “insomnia’ and {nightmares”” - -: S
.2, The promotional text. of . thig mailing piece contains these: faults :
&, The claims that the use of Salutensin will “get blood pressure ‘down! sooxien”
and. that the use.of Salutensin will result ‘in-“more successful management.of
thertension" ‘than “just thiazide:reserpine” have not been approved. for label-» .
ing, nor-is there evidence in the NDA to.support them;
-b, This mailing piece also refers to: the work by Finnerty (refetence #2) Ain
such manner as to mislead the reader.’
"¢, The company’s. deseriptlon'pf the work ‘by. Smlth (reference #3) exagger--
£ to mention'side effects reported by the author.
at the subjects in this study were-hospitalized
220, ’W;ithout this; information he-is prevented '

claim for, eﬂlcacy ;

d
from correetlv evalu 1 i ng th
tion of whether or mot. these'patieﬁts irld -be: expeeted to. show. similar bleod -
pressure reductions on just one o the ingredients of Salutensin, ie tbe reserpmei
or the hydroflumethiazide: & =
A2). Further, the. mailing pi e fails reveal that the physieians attending
these patients were allowed to ‘adjust the dosage of the drug within a range of
‘1 tp 4 tablets daily, Tliis information jis clearly set out in the approved package
insert. The. failure to- reveal this in the mailing piece is misleading because thev

iputhor, and: from posing the ques.
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3eadline implies that the results were obtained with “only one or two tablets a
ay.” Sk ' 3 e Az ypriipand : D ; 3

- (8) The mailing piece does not show: fair balance. It attempts to: exaggex:ate\;\ .
safety with a quotation from one paper (Finnerty), but, in.an attempt to exag-
gerate efficacy claims, presents the report by Smith without revealing-that twelve:
of the author’s 45 patients had side effects such as:nausea, vertigo, weakness
and’ dizziness while on Salutensin, and that dosage ‘in these cases had to bel
reduced in order to reduce the side effects; Further, the original Smith reporti
in. the NDA points out that several patients had side effects which were «not.!
“minimized” by reduction in:dose and that two:additional patients had side
effects while on Salutensin; one with nausea, and another with abdominal pain‘;f:‘
The Smith report shows that some patients on Salutensin experienced side;
effects on dosages (2 tablets daily) within the range recommended by the com- |
pany. . A T . R
' Examination of the Salutensin Mailing Piece designated as “SH 3919 RV-2"
disclosed ‘the following : . ; S S i i
- 1. The information in ‘this mailing piece is lacking in its treatment of the

drug’s side effects, etc., as described above in. the analysis of mailing- piece
No.. SH 3852 RV. : . : : : o

2.The promotional- section .of this mailing piece contains the same faults |
as described above in relation to mailing piece No. .SH 3852 RV, plus additional \
errors concerned with the use of two additional research papers. Lo
'a. The mailing piece misrepresents the.work of Spiotta (reference. #6, a |
report to Bristol Laboratories) and a graph ‘“‘adapted from Spiotta,” . ... ... |
:-(1) The company seriously misleads by failing to tell the reader that the
study represented by the graph was on only one patient. As evidence, see use |
of same graph in the enclosed October 1961 mailing piece which specified that |
this is the result of a study of a single case. What is more, there were only |
two patients in the Spiotta study who received serial additions.of the ingredis:
ents of ‘Salutensin in the order shown in the graph, namely Saluron, protovera-

trine A, and then reserpine. : NSRS ; Gy v 5

. {2) The company fails to inform the reader that when all the ingredients
‘were added:each of the 7 patients in this phase of this study was finally receiv-:
ing 200 mg, of hydroflumethlazide, 0.5 mg. of reserpine and 0.8 mg. of protovera-,
trine A per day (equivalent to 4 Salutensin tablets):and that not all"of the.
‘patients were receiving the three components in the same order shown in the

graph. The failure to. disclose this is misleading because the headline in the |
promotional section of the mailing piece implies that the graphed results were.
obtained with “only.one or two tablets a day.” .. R \
. (8) The company also fails to tell the reader that Spiotta studied additional
patients who received only 2 of the 8 ingredients of Salutensin; that he found,. |
for instance, results with hydroflumethiazide plus reserpine which were similar |
to those with Salutensin in some.cases. Such information does not support the, |
_“lidea in the promotion.that Salutensin is better than a combination of only two.

of its three components, and that protoveratrine A is needed for more successful:
antihypertensive therapy. It is apparent that the Spiotta study .(and it;is the
ouly study in the NDA on:the serial addition. of each Salutensin component):.
involved an. insufficient. number :of - patients to..warrant making any.;sound -
judgment regarding the comparative efficacy claim “which the headline States::
" “ingstead of just thiazide-reserpine, use Salutensin.” - . e B B S
b..The mailing piece presents the work. of Thomas (reference #8, a report

to Bristol Laboratories) and a graph'purporting to show ‘the: effectiveness. of;
‘Salutensin-in longstanding hypertension of moderate severity. The reader is led
to-believe that all 40 patients received only Salutensin, and that the dose, as:
claimed in: the headline of the promotion, was “one or two tablets per day.
for all patients. On: the'contrary the approved package insert itself: merely
states the. following about results. with Salutensin.in the Thomas study::.- .. .:
© (1) “Thomas noted that in-many:patients it was possible to eliminate hydral-- |
azine which:patients had been taking previously.” (Emphasis added) : .. ... .. ‘
“.(2)- “Statistical analysis of the data indicated ‘thatthe supplementary dose. &
of reserpine: could be: considerably reduced: while they. were on Salutensin in. |
order ‘to maintain satisfactory control of their' hypertension.” At:least' ten ‘of
the patients were taking;supplementary deses of yeserpine. ' ... .. oo s
-(8): A few of the patients required the addition of. other antihypertensive.
(reserpine, hydralazine, inversine,: 8ingoserp; c¢hlorothiazide) agents.with Salu-
tensin in order to maintain- satisfactory control:of their “hypertension.” The’ i
“few” patients referred to above numbered at least ten. o ) )
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14). “Someireceived as little as 1 tablet: daxly, others ‘as. much as'4 tablets,
daily, the dose being adjusted according to individual patient response as the’
study progressed.” The headline‘in the mailing piece; however, invites the reader
to: believe that Thomas also.found that the: daily dose required to keep blood
pressure down was“one or two: tablets’”. .

- Examination of the Salutensin monograph appearing in ‘the- 1965 editlon of
the PDR:reveals a third instance where.: labeling is'not substantially the :same:
as that -which is.set forth in-the approved new drug application. In the same
way as: described. above at page 8, paragraph-1-in relation to Mailing Piece
“SH 3852 RV’ this: monograph falls to provide: full dlsclosure concernmg :the
drug s 'side effects, wammgs and precautlons. [ B : :

- IT—Prostaphlin : E 3

21 U.8.0, 352(f) (1) {Reg. 1 106(b) (4)) ——Prostaphlln isa presorlp‘slon drugv
and, as such, adequate directions for lay use cannot be written for it. It is;
quite ‘obvious then that the labeling ‘of the ‘Prostaphlin. here involved: did not
bear adequate directions for lay use as required by 21 U.S.C: 852 (£) (1), Furs
thermore, the Prostaphlin was not: exempt from. 21 U.8.C. 852(f) (1) as provided
by regulations 21 CFR 1106(b) ‘since it failed to’ comply with ‘the conditions’
for exemption set forth in subparagraph 4(i) of such regulations, - This - eondi-
tion requires that any labeling of a prescriptlon drug - shall contain. adequdte
information: for use including indications, effects;, dosages, routes, methods ‘and-
frequency and duration: of administration and any rélevant haZards, contrain-:
dications, side effects'and preeautions under: which practltioners licensed by law

' administer the drug can use the drug safely and for ‘the purposes for which:

‘interided. ‘Further:if the: drug is subject to:21-1U.8.C. ‘857, the labeling
providing * such -information  must be: ubststn*nally e katel ag: the labelmg :
reqiired’asa ¢ordition for.the certifica tion ‘bt 'sich -drug: (See regulations 21
CFR 1462 (b) and 1464(&)(1)) In the case O0f Prostaphlin, ‘examination 'of
the monograph for such- drug’in the 1965 edition of'the! Physieians Desk’ Refer-
ence, which is labeling for the drug as described in regulations 21 CFR 1.105 (1),
has disclosed that such labeling is not substantially the: same’ as the labeling
(package insert) ' which was submitted for ‘purposes: of obtaining certification.
Exatples of the omission of important itéms of information in the Prostaphlin
monograph in the PDR which are ¢ontained in the: package msert labelmg sub-
i mitted for purposes of certification are set forth below: ' .

1. That safety for use of the'drug in-pregnancy has ‘not' been estabhshed

2. That periodic assessment of organ system- functions, inéluding renal, hepatic:
and hematopoietic, ‘should 'be made ‘during’ long-term therapy: with the drug.

3. A warning that anaphylactoid . reactions to'the have been ‘encountered.:

"4, A‘warning that hazards of anaphylaxls to patients with: a. History of peni- -

«cillin® ‘allergy must be 'balanced- against the prognosis if'the drug is'withheld.

The Prostaphlm monographiin the 1965 -edition of Physicians’ Desk Refer-'
ence also’ différs from ‘the package insert labeling submitted . for purposes of
certiﬁcatlon in - that the monograph IS false- and ‘misleading because of the
foll y

*he monograph implies that the drug- Prostaphlin ig - safe and effective
[sed “in' accordance with' the information ‘contdined: in :the monograph,
whén“in" fact thig monograph ‘does not: provide all ‘the information: req‘mred
for'safe and effective use of- the drug bécause it fails to include the Warmngs :
referred to. under the four points-discussed in-the preceding paragraph. -
“9./Mhe' monograph includes the statement “No anasphylactlc reactions have
been eneountered” ‘which statement is contrary tofact.
‘"8 The 'monograph ' incliudes -the statement: “Reactiohs: to this p‘enicillm ha‘ve’
Heen infrequen and nuld m natm’e” ‘Whieh ;nisleading beeatise f' the phrasef
“mﬂd in-nature.” =
91 TR0 352‘(1) —-Ilt Ls furﬁher aueged that Prostaphlin when introdueed
into interstate commerce was' misbrandéd ‘within the meaning of: 21 U.S.0.
852(1) in that it'was represented 4s d:drug composed of d bertifiable: antibiotic,
namelv odlum oxacillin; and. it wag' ot from  a! bateh’ with :reéspect *to* which-
(C: ‘release isstied pursuant: to Sectioit 857 was in effect with' fespect

6 such drug since the ceitifieate which was issued on Februdry 4; 1965 for’ such
batch had been obtained ‘through misrepresentation and: eoncealment of ‘a" ma-
~ terial fact. The application for- certification  constituted ‘a: misrepresentation
and'was a concedlnient of 'a: material fact in that ¥t purported to be' preceded or -
accémpan ¥ specimens of ali labeling to be. used vfor sueh drug when in fact
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- it-failed to. include the monograph ' of said dtug Wwhich: appeared in-the 19
Ldltu()ﬁ)(zf the Physmiahs Desk Rleﬁex‘encé (See 21 CFR 146 2 (b) and 21 CF
146.4(a 1))

E’VIDENG{E OF VIOLATIVE SHIPMDNTS

Oon’ June 16 1965 Food and Drug Inspector Joseph S| Slayton collected a»
sample of Salutensm from a lpt.of. 72 ‘60-tablet bottles which were held: at

McKesson and Robbins, Inec., Plttsburgh Pennsylvania: A copy of an invoice!

and shipping. records in the form. of a motor express bill of Lading and/or‘
freight bill showed that the lot had been received from the defendant’s South|

‘Hackensack, ‘New :Jersey warehoyse on’ or'about 5/13/65. -Inspector - Slayton '
also-obtained from Dr. James K..Spence of "Pittsburgh,” Pénagylvanid o 8tate-
sment that he is a regular subsériber of the publication entifléd *The American
Journal of :Oardiology.” The-doctor further identified pages 41 and 42 of “the
“Salutensin advertlsement 1n thls pubhcatlon bearmg a” Ndvémber 1964 ° ‘is8ue
~date.

On Jaﬁuary 7T, 1966 Food and Druu Inspeetor . Alfred M‘ Levy obtaineyd a
state’n}ent from Donald J:-Pierney, Production- Mghager of Fisher-Stevens, Inc.

{Mailing Service for Bristol Laboratories) dttesting to the fact that a total of ‘

9,093 four page mailing’ pieces identified as SH3852' RV and SH 3919 RV<2:and

- relating to Salutensin-weré mailed to: physicians’in ‘Penngylvania;on May 26,

1964, and July 15, 1964. Actual samples ‘of these mailing piece:a were also 1den-
tlﬁed and fum1shed to the inspector, -

“On: October 29, 1965 Food and Drug -Inspeetor- Joseph P.: Brochettl collected

a. saniple: of Protaphhn from 41 lot"of 10 48-capsule vials which: were held at

MeKesson & Robbins Drug Division; 445 Fort: Pitt Boulevard, Pittsburg; Penn-

sylvania. A copy of ‘an invoice; thé bill of lading; réceiving record and-dealer’s
stateément ‘showed  that thelot ‘had been received’ from the: defendant’s Soﬁth
Ilaekensack New J erqey war@hbuse on or about September 352 1965

HEAB}]TNG PU‘RSUANT TO 21 Ug.C/ 855 ¢

Pursuant to the Notice of Hearing regarding Salutensin dated August 9,
1965, Dr, Harold T'rediani of Bristol Laboratories called the Food and Drug
Administration’s” Buffalo ‘District! office ‘onAvgust 11, 1965 'and was’ provided
“withi-details coneerning ‘the'specifié¢ - charges’ involvmg ‘representations in the
‘medical ‘journadl adveéftisement of Noverber 1964 and in the labeiing referred
to ag'mailing pieces SH 8852 RV and'SH 3919 RV-2 ;

"Phe  Hedring was -orighally ‘scheduled: for: August 24" 1965 b

quently reseheduied at the i‘eqﬂegtf of the eitee for Septembe‘
answer was 1n the form of ét 6P let X

g was' Asubse-
77,1965, “The Arni’s
8, 1965; "The' letter

law L1kew1se, the answer mamtams that the mallmg pieces m’v“ol ed contdined
adequate - directions and information for the praetltmner The ‘Gt contended
that the Salutensin’ advertisement in the November 1964 issue -of the American
Journal of: Carﬂiélégy constitued an “alerting device” when read by the physi-.
cign, and fartherreferred the physician to the official package circular. The
inference. was_that the ‘advertisement “ir’its entirety” included package insert
information not pregent in sald advertisement. The firm likewise denied . that
the mailing pieces SH' 8852 RV and-SH 3919 RV=2 falled to contain’ full. dis-
closure relative to side effects and warnings, ete. They conteénded’ the pertinent
information given was all that a physician needed . in-order: to” use the: drug;
. and ‘that only unnecessary elaboration conthined in the official package eircular
had been omiitted. Throughout the written response, the firni contends and infers
that many of the cautionary and warning statements; (although: present .in ap-'-
proved:labeling), are superfluous and would net be needed by.-a physician, swho.
awvould be aware of ‘these omitted statemients. The: answer further 1ndlcated that
the respondents: would appreciate ‘meeting ‘with -appropriate - persons :in .the
Washington: headquarters ‘of theFood.and Drug: Administration to dlSCUSS the
matter with a view toward preventing such future differences. . -
Representatives of the firin:met with. Food and Drug Admxmstratlon ofﬁclals
in: Washington-on October 11, 1965. The maJority of ‘the wviglations were dis-

cussed:-and the firm" promised corrections in-both future Salutensin “advertise-
ments and mailing pieces.

i
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__;Pursuant to: the Notice of Hearing regarding ‘Prostaphblin dated November 4,
1965 and - setting the Hedring ‘date for November 17, 1965, the firm submitted
an answer in the form of a four page letter dated November 16, 1965, signed
by Hubert C, Peltier, M.D.;. Medical Director of Bristol Laboratones The firm’s .
answer, in essence, denied the charges made by thé Government, However, it also
dnecluded a: somewhat  corrected galley proposed for the 1966 Physxcians’ Desk
‘Reference relative to the Prostaphlm monograph : o

CONCL‘USIONS e

; We belleve that the factors which have heen set forth in some detail above .
show that the labeling and advertisements used by this firm bave not met the

- standards required by law. The omissions- and deceptive statements- involved

.were numerous and serious. Moreover; the required warnings were already well
. .known to the company. As to Salutensin ‘they were set down in the New. Drug
Application labeling and as to Prostaphlin they were included in the labeling
submitted. prioi to antibiotic-certification (package insert).:In drug advertising
~the law: does not provide for product touting or “puffing” when it entails -a com-"
promise in' the requirement :of full disclosure. The advertisement and mailing
ipieces involved in the Salutensin charge:are replete with - half-truths- designed
‘more to boost sales than to provide & physician with the. information essential
“to the proper and safe prescription:of ‘that drug. As to Prostaphlin not only did
the company fail to submiit the Physicians’ Desk Reference labeling as part of
its- request for batch certification as specifically required by regulations (21 -
‘OFR 146.2(b) )  but the monograph which it did place in the Physicians’ Desk
"~ Reference ‘was-at serious variance with the existing -approved package insert.
-More.oversight or carelessness cannot excuse the violations complained of here.
‘The manufacturers of petent drugs, better than others, know the potential haz-
ards of their products, Busy physicians should and -must- be able -to rely on
statements concerning a prodict without referring back to the original source
to look- for inconsistencies and contraindications ‘We beheve the prosecutlon
is fully warranted . i
wrrm:ssms :

The principal witnesses: in this case will include the government inspeetors g
~who' collected. samples of the:two .drugs involved; witnesses. to establish: the
" interstate shipment of the drugs, the issuance of. the PDR;: mailing pleces and
- advertisement; medical officers from ‘the Food and Drug -Administration’s: =
Bureat of Medicine who will -testify: concerning the.approved New Drug Appli-
«cation  for -Salutensin, the -certification  for this batch .of : Prostaphlin, ‘the ap-
“proved;labeling and-the serious nature-of the alleged: misbranding..
It is requested that if :the form:of Information is amended, that the United
.States Attorney. furnish us with a. copy.thereof, and that we be kept: -advised
-:of the progress and dispositlon of the case, Upon request we shall render every
Turther assistance. ¢ :
Very truly: yours,

" WILLIAM. W.:* Goomucn,
: Asgistant: General Counsel, . .-
' Food and Drug: Division,

MAgrcH 26, 1969

;Re Bristol- Myers Co ——-Alleged Violation of the Federal Food, Drug, and Cos-
-+ metic Aet, F.D.C. No. 52397 ‘
Mr. WirLiaM W. GOODRICH, -
Assistant General Coungel, Food “Drug, and Enmronmental Health Divisum,
Department of Health, Education, and Welfare, Washington, D.C.

Dear MR. GOODRICH : “'We have earefully -considered -the: request for proseeu-
‘tion of the above-mentioned company for alleged violations of the Federal Food,
Drug, and Gosmetic Act stemming from’ its ;promotional activity in the fleld of
advertising- and Jlabeling. for the drugs- Salutensin and Prostaphlin in 1965,

Sinee: this matter was: first. referred to us the trial of .the Abbott cage, while
unsuccessful, established a judlcial precedent: for the -Government’s eontention
that the monographs appearing in the Physiclans Desk “Reference are-labeling. :
‘We: understand ‘that the - Bristol-Myers Co." and. the industry -in' general have
‘accepted. this determination and have been more' careful to make certain that

e ]
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. the ‘monographs closely correspond to the approved labeling. In addition, as a
result of the Court’s interpretation of the phrase “substantially ‘the same” ‘as
used in the former. regulation (21 C.F.R. L105). the agency ‘has’ changed ' the
- regulations under which the labeling violation would 'be “brought. This, of
course, is also applicable in the case of the mailing piece, the use of which was
_claimed to violate the labeling regulations..;. . o .. o o ol o
“Thus, the institution of the criminal action requested ‘would not serve any
useful purpose in obtaining a judicial interpretation .of . the..present ‘labeling
regulations or as to what constitutes labeling, . e |
. Any prosecutions based upon: the advertisement:of Salutensin in the medical
publication for November, 1965; must be: predicated:upon the regulation which! o
was in force, at that’time. This progecution would 'necessarily involve: eertainl L
.contentions relative to the meaning’ of the statute and regulations with refer-
ence to practices which are mnot distinctly set out therein. Inasmuch: as the |
_ ugency is in the process of issuing new regulations which will. clearly and in'!
detail inform those subject thereto concerning what information is expected
to be included and what conduct is prohibited; it is our opinion that the agencys |
_interpretation of the statute can be best advanced by defending any judicial |
challenge to the issuance of the regulation, or if none-is forthcoming, by bring- |
.ing either a civil seizure or a criminal prosecution based on acts ‘oceurring after |
- the regulations have become effective. T D e
. The institution of previous criminal proceedings; has made known to.the in- .
. dustry that this Department intends to. make use' of -eriminal sanctions for ‘|
" enforcement of the labeling and advertising provisions of the statute whenever | - -
it'is necessary to do so to prevent the use use of improper promotional méteri-
gils. Tndustry publications’ contain accounts of instances in'which dr ‘manu- |
facturers have, after consultation with agency ‘representatives, circularized the |
medical ‘profession calling attention to “improper advertisements or: mailing |
‘pieces’and correcting any misstatements therein. SRS PR L)
Representatives of the subject company have stated that it has made an .
-effort to comiply with the'regulations and intends to do so in the future. They |
"have protested’ that a misunderstanding as to what practices ‘constituted a |
“violation was possible under the regulations then in force ‘and that Bristol-- |
‘" Myers’ violation was occasionéd by such a mistake. R ‘
- "Accordingly, we do not believe ‘that the’ suggested criminal prosecution is |
. required to obtain judicial determination as to legal contentions of the agency.
" or as a necessary aid to ‘enforcement of the ‘Act’ and regulations. Therefore,
prosecution is declined. = - P S i
While we stand ready to. use any ‘of the ‘enforcement procedures prescribed ‘&
|

by the statute to insure'that prescription advertising fits the requirements of - -
~ the statute and the regulations, candor requires us'to observe that (in those = |
“instances where we have secured criminal convictions for thig type of violation, |
‘the ‘penalties imposed by the Courts haye not been such-a¥ to provide effective |
deterrents. On the other hand, the ‘technique recently employed by - the Com-
“missioner of Food and Drugs, about which we have read in'the trade media,
- appears to provide more assurance 'of ‘future. compliance on the part of those |
Companies’subject ‘to the regulations. It seems obvious that an ethical pharma- \
ceutical company will regard the so-called Dear Doctor letter as a more oppro-. - |
brious experience than any other available enforcement measure, particularly - ‘1
since, it has not been the Commissioner’s practice to ‘recommend ‘for  prosecu-. - v
tion the responsible individuals of the offending corporations. We urge that the. P
Commissioner of Food and Drugs continye to utilize this technigue which he has - | -
stated has proved very effective, while resorting to civil ‘or criminal litigation !

only in respect to those recalcitrant offénders, if any there be, as

. other measures have proved  ineffective. If the Government :can: s “that |

prosecution is, resorted to only in such circumstances, the. Courts may well
- ‘gdopta different attitude in imposing sentence. - .= - . ! S ep et ;
" We are closing our file on this matter. = MR e : i
' Sincerely, - I D A AL DR . RN = vl
' o L © WiLL WILSON, © . . - .o
© Agsistant Attorney General, -
L e e Orimingl Divigion.
S0 By HAROLD P. SHAPIRO, ..
... Ohief, Administrative Regulatic ‘

v
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AR

JANUARY 17, 19

BNEY ‘GEN

R MR. ATTORNEY ' GENERAL: We'" tequest: the stitution of eriminal pro- -
‘ceedings underithe Federal ‘Food, Drug, and Cosmétid: Act; against Rexar Phar-
‘macal- ‘Corporation; Brooklyn, New ' York, 'Mr.  Armin Rosner and Mr. Martin
enjamin. e cileed PES i ek NALEeSR e ¢ A
« The:offenses ‘complained of: ‘occurréd during’ the period from about April 18,
1964, to about @ctober 1, 1965, and involve the introdiiction into interstate com-
merce at Brooklyn; Ne vl for ‘deliveryrto Teaneck; Fort'Léé and Paramus,
y;: 0L Oby-Rex: tablets and time ‘,‘msiht‘egiratiénvica*psules, and Obetrol

e transmitted herewitl a suggested form of criminal informatior a

nd Obetrol tablets, ' .. . .
(the’ ap rofvedwNe'w ]z)rugj Appl’icatipn

eﬂt for Obefrol‘tabléfS' which appeared in M odern
RIS SRR o b e

..831(d) in that the
ce:of new: drugs, -the
80,835 (a), i

Dbranded w
to.include in't

the nj ) 1 Tal .
he ad ment:caused to.be issued by them.with respect to.the

drug in'the September 13, 1965, issue of.the Mpdern Medicine, a true. statement

of information :in :brief summany. relating: to side;effects and - contraindications
_and-effectiveness. of: such, drt s-required: by regulations 21 CFR 1.105(e).-and

REYCRYwev " o i i AT TR TR L Ay TR T AL

N

S
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REASONS FOR INVESTIGATION

6 »-ther-E?odv and , : ned that v ,

tributing.a' 80 milligram ‘tablet and capsule under -the nape of, “Obetrol” ‘with-
ont a supplemental. New Drug’ Application. However, ‘there was no. evidence
that the was shipping this drug i terstate commerce at that.time. On

" “Iebru 1963, Food dand Drug Administration Inspector: Ernest Schmalz

> s firm-and learned that. it was still manufacturing the 30 milligram

etrol cdpsules and tablets, but apparently not shipping the drug in interstate

‘commerce. Mr, Armin Rosner, the President of the firm, was asked by the in- -

* Spector about the 30 milligram dosage form and his reasons.for not filing a

New Drug Application or a supplemental New Drug Application for these prod:
ucts. Mr. Rosner replied that he was of the opinion that the New.Drug Applica-.
tion for Obetrol allowed:dosages up to 60 milligrams per day. He ‘pointed out .
that the directions for use for' the 30 milligram tablets provided that the daily
dosage fell within this range. He, therefore, questioned the need for submitting
"a supplemental New Drug Application or a second New Drug Application for
the 30 milligram dosage form. He was, advised by Inspector Schmalz to discuss
. this matter with the Food and Drug Administration’s New Drug Branch in
Washington, D:C. : ‘




‘. manufactured:and sold a 80 milligram Obetrol tablet and" eapsuie with:

- On Augusth, 4-and 5, 1964, Fooﬁ;and Drug. Admmistratioﬂ Insipectors C:% g
Loxentzson and Charles Thorne ifspected the firm-and-learned that it wag
manufacturing the 30 milligram Qbetrol tablet ‘and: capsule .an ipping’ i3
interstate commerce. without .an” appro’ved* New: Diug- Application. "As a: follow
up. to this inspection, the Food and Diug Adnim1stratmn solleet
.~ 80 milligram. -Obetrol. time dlemtegratmn capsufles and tablets

~ commerce. (Counts Land IX); .t 0 :

..iIn the spring of 1964, the fi i d: a' :;.pplementm Ne’ :

tion. At that time; it came to:the attemtmn of :the’ Bureauof Medic 1
Food and Drug-Administration that. the firm ‘was advertismg Ats 10 and 20
milligram Ohetrol tablets with the.use of~false and: misleading clalms‘«Somé
of the. objections raised: by the: Bureau‘zof Medivcme to the ﬁi'm’s adverti§ing\
were, as follows:. :

(1) It failed to list Obertol’s side effects e A

(2) It implied that Obetrol was unigue in:that. 1t Was safer and more eﬁe
_tive than other amphetamines. This cldim ~was: unsupportatble“ﬁnd illogical.

(8) It claimed: that Obetrol :was effective’ in-“difficult - cajses,” - whereua ;-
_ two: papers referred to in-the advertisement did not demongtrates this: fa

" ‘addition, these two papers contained- identical cases;’ were Wr1t:te- b, ‘tli: samei

authors, but were pubhshed in two.separate journals. * 1
(4) It invited the misuse of the drug without ‘proper régard' “for. pa ent-;“

‘safety by quoting, out of context, in such a way as to conceal the fact that some \ i ‘
|
1

patients could not tolerate the drug-at all, and: ethers found it necessary' to
reduce the dosage to avoid dangerous side eftects :
(b) It tampered with a direct quote’ through the msertion of a phrase, 1
- wrongful act aggravated: (a) by the fact that there was no HifOl‘mathIl in
the ‘author’s ‘article justifying the idea suggested in the: inserted’ phrase, and |
(b)' by the: faét that the tampering mvited a dangerous over-confidence in' the |
use of Obetrol in cardiovascular patients in whom the drug was contraindicated. |
The quote from' the author’s article’ reads as 1lows, w1th the words the |
defendants inserted being in; brackets: “In the ¢ perati\ve atiéht [ObetroI] !
wass imarkedly beneficial in-producing the ‘desir al
sidé effécts,"even in [the cdse of 4’ high ‘percentagé of g tie
“cular and-other’chronic aliménts ‘which” [nornially] ma S
ammes undesirable beciuse of side effects.”
‘On“Auglist ‘4, ‘1964, M+, Arinin' Rosner’ and H 1
- tives of the Food and Drug, Administration” and' were seé
fheir current advertising campaign with’respect’ to Obetrol tablets, TH
_ then advised the representatives of the Food and Dtrug Administratioh .t

approved New Drug- Application, since it was of the opmion that the subm,ission
of ‘a New Drug’ Apphcatlon was not necessary, as it was selhug th1s dr”dg di-
‘rectly to physicians. = - .

"In a letter -dated August 12, 1964, from Rexar’ Pharmacal Corpﬂration ‘to  the

Food nd Drug* Admimstmtlon, the firm’ promised o discontinue all adve 8-

“ing of the Obetrol 10 and’20 mg. tablets and to discontmue thie’! manufacture
of Obetrol tablets and capsules in excess of 20 milligrams. The firm- then'pro-
posed, a revised labeling as part of. its supplemental New' Drug Ap & tion
for Obetrol ‘tablets. The final labeling for the drug was approved by the Food
and Drug Administration on'July 18, 1965.

Shortly after ‘the labeling was approved, the Food' and Drug Admmistraﬁon
learned that the firm had once ‘more reinstituted an’advertising and’ proio-
tional campaign for Obetrol. The firm ‘placed an advertisement in the Septem-
ber 13,1965, issue of Modern Medicine, which did not state in brief summary,
oi at all,: those precautions as set forth in the: approved New Drug Applieation
labeling for the drug, which were pertinent with.respect to- the use recommended
or suggested in the advertisement as required by . the ‘regulations 21: CER
1.105(e) and’ (£) (2) in-that the’ brief summary failed to state that ‘the’ drug
should bé used with’'caution in ind,wmuals Wwith: anoxerla, insomnia, vaeom i
instability, asthenia, psychopathic personality; a history of Thomicidal or suic :
tendencies, and individuals who aré khown to ‘be hyperactiye to sym thomi
metic agents or emotmnally» istable individudls who are knowt
ible to drug abuse;"and that certain mionoamine oxidage. inhibrtors may poten-
‘tiate .theé action oi: Obetiol. Consequently, the: Food‘ and Drug Admiuistration
collected a sample of Obetrol (Count V).

The defendants may claim that since the advertisement in Modern Medicine
contamed a brief summary of side effects and contramdications, as set forth
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in the approved New Drug Application labeling, they have not violated Seetion
' 502(n), of the Act, nor regulations 21 CFR. 1.105(e) .and (f), as these sections.
and regulations only require a ‘brief summary of gide effects and contraindica-
tions as set forth in; the approved New Drug Application: labeling, no mention
being made of precautions; ., o ‘ o

We believe that “side effects” .and ‘“contraindications” certainly include “pre-
cautions” as this'word is used in the approved New.Drug:Application labeling.
Uongress clearly’ intended ‘that preseription drug: manufacturers should provide
physicians .with adequate warnings in preseription’ drug ‘advertisements- of
- those conditions: in which ‘use 'of the diug.entailed a high’ degree of risk. It 'is
- _pure sophistry to.contend that Congress wanted physicians to be warned of side . -

effects ‘and-confraindications as-set forth in the approved New' Drug Applica-
tion labeling, but not to be warned of the “‘precautions” ‘as’set forth inthe
. approved New Drug Application labeling. == =+ = o FOCI U
_On: September 29, 1965; Food ‘and Drug Adminijstration - Inspeetor Paul ‘T.
Wiener inspected . this firm and learned that it was still manufacturing and
shipping -in interstate commerce 30 mg. ‘Obetrol tablets without an’ effective -
New Drug Application. As a follow-up to this inspection, the Food and Drug
Administration collected two samples of Obetrol 30 mg. tablets in interstate
commerce because the article was.a new drug without an approved New - Drug:
Application (Counts IIT.and IV). e T e : S

R R HISTORY OF FIRM AND INDIVIDUALS e

This firm first came to! the attention of the Food and Drug Administration in -
early 1953 when. the Connecticut State Division of Drugs, Devices, and Cos-
‘etics referred a: ‘sample of dextro-amphetamine sulfate to the Food and Drug
Administration’s office because the label declared a fictitious name and address
of a manufacturer. The manufacturer and shipper were believed to have actually
been Rexar Pharmacal ‘Corp. As a result of this complaint, an initial inspection
of the firm was made on March 11, 1953, which. disclosed ‘that the fitm was
opeérating with poor -manufaeturing -control; conditions, The original sample
which bore the fictitious name and address of the manufacturer was assayed
and found to contain only 729 of labeled amount of dextro-amphetamine sul-
fate. However, the sample was placed in permanent abeyance because it could
not- be definifely "ascertained that the subject firm. was the manufacturer, and
distributor of these amphetas tablets, ... . ool
~_The firm was agdin inspected.on December 15, 1953, at which time, according

_to Mr. Armin Rosner, the fir s doing a minimal business, The firm was not .
then shipping its drugs te.commere : ' -

The firm wag inspected once more on February 15, 1955, at which time it ;
learned "that ‘thé . firm was manufacturing, Obetrol. a new drug, without an
effective New Drug Application and shipping the drug while using false and
misleading claims. As a follow-up. to this inspection, a sample was collected
which resulted in a-Hearing on September 28, 1956. The sample was placed in
permanent abeyance, however, because the firim agreed: (1) to revise ifs label-
ing in an effort to bring the drug in compliance with the law, and (2) to submit
2. New Drug Application for the 10,.and 20.mg. Obetrol tablets., . .. e
. The firm was inspected on .July. 25, 1955, at. which time it. was learned that
ing another new drug;-namely, Qbertin:
: : tina. without.an

tablets, a combina-.
effective New. Drug

Application, However,

sample of. the product in interstate commerce and no action was brought.
“A follow-up. inspection, made-on July 8, 1958, showed. that the firm:was mark-
ing-timé while its New Drug.Application. for- Obetrol was under. study by the,
F¥ood and Drug. Administration.. ., oo e e o
The firm was again issued a Notice of Hearing in, early 1963 because it had..
shipped:a new drug consisting .of thyroid: and. 80. mg. .of amphetamine . salts
without an effective New Drug-Application, At the time of the Hearing; the:
- respondent stated.that a New Drug Application. was unnecessary as the drug:
was-shipped under, what the firm.termed. a.physician-pharmacist relationship..
The: firm: had made this drug tfo..order for one physician. The number was
placed in.permanent abeyance. It was its position, that Rexar Pharmacal Corp.
was: simply asked to, fill a. prescription for the physician, No further action was,
{aken becausé-the firm agreed .to discontinue,the interstate distribution of this
product:: v oot ST , = IR N

3

Sl

e Food and, Drug Administration. could not.obtain a - -
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 On February

6, 1963, the firm was again inspected and the ,Food‘:'and,Druél
Administration learned ‘that the

firm was distributing Obetrol tablets in viola-
tion of its New Drug Application. A “seizure was’ made of thig drug in. Los
Angeles, California. L e T R e

o ; ' EVIDENCE OF VIOLAT'IVE;‘SHI'I’ﬁsz;r -
Counts I and I R 5 S ERETN gt
This sample was collected on August 8, 1964, from-J. Raymond McSpirit D.O.;!
703 Cedar-Lane, Teaneck, New. Jersey, by Inspector Frederick T. Merola. The'
. sample was identified by Dr. McSpirit, who furnished" the Inspector with an |
invoice showing that the drugs were shipped by Rexar Pharmacal Corp. from !
Brooklyn, New York on or about April 18, 1964. : ' o
Counts III and IV ' L

“This sample was collecte

AR

d on October 5, 1965, from Daniel Reider, D.O., 2361

‘T.emoine Avenue, Fort Lee, New -Jersey, by Inspector Paul T. Wiener. The '

sample was -identified by Dr. Reider, who furnished the. Inspector with an
‘invoice showing that the drugs were shipped by

Brooklyn, New York, on or about March 1, 1965.
Count V ' '

This sample was collected on December 15, 1965, from D. Katzman & Co., 670
Winters Avenue, Paramus, New Jersey, by Inspector Alfred M. Levy. The sample
was identified by Mr, Stanley Szewczyck, a buyer for the firm, who furnished
the Inspector with an invoice showing that the drug had been shipped by Rexar
Phafmacal Corp. from Brooklyn, New York, on or about October 1, 1965. On
December 29, 1965, Inspector Levy obtained from Richard P. ‘Keating, M.D.,
130 Prospect Street, Ridgewood, New Jersey, the September . 13, 1965, issue of.
Modern Medicine, together with an ‘appropriate affidavit signed by Dr. Keating.

. 'RESPONSIBILITY OF INDIVIDUALS - Sy
. - Both Mr. Armin Rosner, President, and’'Mr. Martin Benjamin, Vice President,
~ ghare equally the responsibility for the conduet of the firm. During the inspection
of February 6,° 1963, the Inspector observed that both men were familiar with
* tile: manufacturing and control. procedures. They told the inspector they shared
equally in the' responsibility for making major decisions in the firm’s ‘opera-
tions. During the inspection of ‘August 3, 4 and 5, 1964, the Inspectors obtained
information and specimens of the advertisements of Obetrol tablets from Mr.
Martin Benjamin. At that time, Mr. ‘Armin Rosner told’ the inspectors that he
considered the responsibility for operations of the firm, including labeling, ship-
ping and sanitation, to be a joint one between himself and Mr. Benjamin. Both
men, the Inspector noted, knew exactly what was going on in the operation’ of
this business. -~ . R S R Sy g R
. During the inspeeétion’ of September 29, 1965, Mr. Benjamin told the Inspector
. that Mr. Rosher was in charge of plant sanitation, shipping and manufacturing
operations: and that Mr. Benjamin was active in “sales’ and‘promotion, -
~+In the:last three to four years, both Mr: Rosner and Mf. Benjamin have dealt
with the Inspectors either singly or together duringesach’of the inspections
made by the Food and Drug Administration. The firm is small .enough so' that
each of.the two men was aware of what was goingi on inthe firm: In addition,
they jointly set company policy and were equally responsible for the labeling
and the advertising for the drugs which were shipped ‘i ‘interstate’ commerce.

) - HEARING HELD PURSUANT 10 81 U.8:C:886 0 o)
A Noticé of Hearing was issued to Rexar:Pharmacal Corp., Mr. Arwin Rosner
and Mr. - Martin Benjamin on  January 10,1968, charging the shipment in inter-
state commerce of a. New Drug, the 30 mg: dosage form: of :Obetrol, without an
approved New Drug Application. It was also alleged :that thefirm had mjs-
branded. its' Obetrol' 10 mg. "tablets. because of medical “journal-advertising -
which did not, state in;brief 'summary, or:at-all, certain side effects and: con:
traindications as:set forth in its-approved New, Drug . Application labeling for"
the drug. Mr. Rosner and Mr. Benjamin, together with their attorney and con-
sultants, appeared at the Hearing. R : e

The respondents first addl"essedj-themselvesf«to the charge conc’erning'the omis-
sion of a precautionary statement in the advertising for the drug, Obetrol. They:
claimed that they were guided by a press release issued by thé Food and Drug

, ‘Rexar Pharmacal Corp.. from |
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it ertaining to the information required

Administration ‘on November 23, 1964 ‘Pertaining ,
dd-g' brief summary. They ‘also stated that they were guided “by--other firmg’

. advertising“for ‘similar ‘drug products. In -addition, they felt that, the context
of the advertisements was geared for physicians, and since the doctors them-
selves. received other material, - such - as ‘brochures’ ' the doctors  undoubtedly
would have some realization of the precautionary guides to be observed, How-
ever, they admitted:that they werewrong. in omitting thé preedutionary “state-
ments, ‘and they .assured: the Food: and. Drug: Admiinstration that this’ error
had been corrected in the current advertising for thedrug. : . . T
. ‘The firm: knew. full well.that the gravamen of ‘the' regulations:was pertaining
to prescription drug advertising. It had: béen: warned in 1964 that its drug ad-
vertising for this‘product was false and misleading. It had discugsed with, the:.
Food and Drug Administration the advertising drug regulations ‘and how .to
correct its advertising. Despite this information; the ‘firm blatently ‘advertised
this drug in the summer of 1965 without giving full information as required
by the regulations. The precautionary statéements, which the firm omitted, con-
tained the most important information about the cautions to be observed in
patients with anorexia, insomnia, vasomotor‘instability, asthenia, psychopathic
personality, a history of homicidal or suicidal tendencies, and individuals-who
are known to be hyperactive to sympathomimetic agents or emotionally un-
stable individuals who are known to be susceptible to drug.abuse;.and that
certain monoamine .oxidaseé inhibitors may potentiate, the aectio )
_With respect to the. interstate shipments of the Obetrol ng. . table
capsules, the firm stated that this drug was s : firm since 1952. He;
the firm was under the immes{si‘o% that the. .drug thin the secope of ‘the
“grandfather clause” and a. New Drug Application was not necessary. ...
Unfortunately for the defendants, the “grandfather clause” (Pub. L. 87-781,
Section 107) requires that the drug be generally recognized, as of October 9,
1962, as safe when used for the purposes intended. This drug was not so recog-
nized on that date. O : g
. The second ;point :the :firm-made ‘at this: Hearing was that the drugs were
sold directly; to physicians and not:through regular. commercial channels: This,
it said, was an .ordinary “Physician-Pharmacist”. relationship, whereby. the firm

trol .30 ' mg. tablet

was simply filling a prescription:for the physician. The: defense: fails to explain .

how an order invelving some 3,000:tablets sold:to :oné physician:and a 1,000
tablet.order to.a second physician is:the same as prescribing for an individual
patient as is usually done in the physician’s; daily: practice of medicine; Another
objection to. the: defendant’s defense is that, when: there :is a. violation. of 21
U.8.C, 356(a), there is no exemption.for any so-called “Physician-Pharmacist”
relationship. As you recall; the first-four counts charge a violation of 21 U.8.C,
355(a). The firm had been previcusly advised that this conception of theirs
was wrong during the Hearing held in early 1963. . : CATA e
. The third point the firm made was that the 30 mg. tablets came within the
limits of the 60 .mg. daily dosage requirements under their New Drug Applica- -
tion for the firm’s 10 and 20 mg. Obetrol tablets, This drgument had no merit
since the New Drug Application providéd for:the marketing of a ‘specific formu-
lation of the drug: with specific labeling. The formulation and labeling for these
30 ‘mg. preparations:differed from that provided for by the New Drug Appli:
cation, hence, these: preparations were not:covered by the New Drug' Applica--
tome. oo T e C TR R e
Lastly, the respondents stated that they were currently preparing to submit
# New Drug Application for their 80 mg. Obetrol tablets and capsules. This
Application is still pending. The firm was well aware of our position with re-
spect to the status of this drug. It was advised in August, 1964, that the Food
and Drug Administration considered these preparations to be Néw Drugs with-
out an effective New Drug Application and was téld that the Food and Drug
Administration could not condone the marketing' of this-drug in interstate
- commerce ‘without an  approved New Drug‘Application. Yeét, the firin ‘chose to
-continue the sale of this drug without an approved New Drug Application. It

is.noteworthy that, at’the time of the Hearing, the firm indicated, that it-had .

ceased distributing this drug in interstate commierce, but that it was still sell-
ing this drug in' intrastate commerce: . 0 ST e SRt

' - CONCLUSIONS '

Warnings at Administrative Hearings and at meetings with the Bureau of
Medicine of the Food and Drug Administration have gone unheeded by this
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firm. It had been advised as far back as 1958 that its 80 mg, O
and capsules wére New Drugs,

: _ 0 mg. Obetrol tablets
apsules were Drugs. Despite this warning, the firm still failed to file.
4 New’ Dfug Application’for ‘thes

¢ 'drugs and’ continued to ship.them in. inter:
4 New D

.'state commerce without an appro

ree without an approyed Ne rug’ Application. Similarly, the firm
‘was advised'in early 1964 that its advertisin,

lets was false a.

g for its Obetrol 10 and 20. mg,. tab-

se and misleading and that it could only advertise the drugs through!
‘thié use of ‘claims’set forth in"the labeling approved in-the firm’s  New, Drug!
- Application. While ‘it*i§ true the firm’ dis

_mg. Obetrol

. the fi scontinued advertising its 10 and: 20
tablets-until theé 'new labeling

lets : labeling for these drugs was approved in the! -
s 1965, the firm' started’ to illeg
“final*

printed’ labeling had been' approy
e

: state, ich re 0. § side - effects,. contraindications, .and
effectiveness required to be'fairly presented in.
- under the’drug advertising ‘sectioti of ‘the la

W,

! , 1g adver : 1l of law, It 'is our-opinien that prosecution 1‘
Jf'the firim and the two responsible individuals { R

i§ fully warranted. .
B LR SRR SRR WITNESSES | T AR ‘
- The' principal ‘withesses ‘in:this; case ‘will be the Government inspectors who
- -collected the samples;: cooperating ' physiciang ‘who subscribe to Modern M edi-
©cine: and ‘medical ‘officers’of the Food and Diug Administratioh’s Bureau of
‘Medicine who can testifyas‘to’ the approved New-Drug applications, approved
Jabeling, :and - the. serioudy ‘hattire of “the alleged medical journal ' advertiging
‘mishranding. - G e T
It is requested that, if' the Informationis amended, the United States Attorney-
furnish us with a copy thereof ;. also, that the United States -Attorney keep. us
advised of the: progress ofthe case and its: disposition. The-New York District
- of theé:Food ‘and Drug 'Administration will arrange for the pregence of  the
necessary’ withesses and assist in' the presentation of the case. Upon request,
we shall render-such further assistance as may be possible, :
ol Very-truly yoursy -0 G0 e

WiLLtaM W, GOODRICH,
Assistant General Counsel,
i Food end Drug Division.

“ro0 0 UNITED STATES DEPARTMENT OF JUsTIOR, "  *
Lo Washington; D04 April 2], 1967,
Re Rexar Pharmacal Corp., Arinin Rosner, and Martin Benjamin, FDC No,
i 53053, Federal Food, Drug, and Cosmetic Act. =~ .~ PO R e T
7 DEAR MR.. GooprIc s “Thig"is in veply to-your letter to“the Attorney .General
of January 17, 1967,in which you request the institution of criminal proceedings
-against the above-eaptioned ‘subjécts for violitions of the Federal Féod, Drug,
- and Cosmetic Act committed: between' April; 1964, and October, 1965, = .
+:We have caréfully reviewed the stutements set out in ‘your Iétter doncéining
‘the “subjéets’ activities elative 'torthe sale of-¢értaln drug produets.
As to the fifth count, we are not disposed towafd the conclusion expressed in
- +yourlettér that the words:of the statute, dlso used in your regolationy, Teqiiring
@ statemént ‘df ¢ontraindications, side effects, ‘and ‘effectiveness. in prescriptit
" -drugiadvertisements. are’ sorclearly. inchusive of “précautions” as to gl
jects. “fdir- warning’- that ‘such’ items" must’ be included. ‘'We Hav
that in the advertisement in Modern Medicine in Septemiber, y
ineludeq,” under* the statutory “headings; the full “and ex:
~ under- thosé- headings in the:labeling approved 'by the ¥o
gtration. There ig-nothing  in the ‘Aet?or’ the: regulations
swords therein” have “a larger niéaning" than that of 'the dpprov
Accordingly, we are of the ‘opinion: that the advertisement to which referen
‘was made-in."your- letter s’ not ‘violative of "the’ Act.” Moreover, we do not
believe that the.factudl situation here'isisuch that the Government’ would be
“able to prevail in the évent the theory suggésted in your letter were to be tried
out in a:eriminal:prosecution ‘of Rekar and its oﬂicers‘*“The,‘g‘fgjre,‘ prosecution
is-declined a8 to-the chargés setiout it: Count-V of ‘your suggested information
Inasmuch as the violations of April'18, 1064, and March 1, 1965,

reported to us for eriminal prosecutin:until after the appearance of the adver-
tisement in Modern Medicine in September, 1965, we ate uncertain as to whether
you are of the opinion that prosecution is merited on ‘the-basis of those acts

1. the gdvertiging by, the regulations

egally . advertise again as-soon as the
brin ] en’ approyed. This, time- the, firin omitted the pre-
autionary .statements’ which' relate’ to

\ v
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L alone Since your letter leaves the 1mpress1on (p 9) that the. sub;iects have
filed a* supplemental new drug application. covering the '30.mg. dosage form. for

““Obetrol” and “you do mnot indicate whether or not the application has been
rejected, it would appear*that in tlns réspect compliance with the Act may be -
“deemed to-have been achieved. . :
Therefore, we- are withholding further dction thh regard fo. the v‘iolations .
1of April‘ 18, 1964, and March 1, 1965, in order that you may: inform us-as:to..
whether. you believe prosecunon for. these violations: should be instituted. In
view of the factual situstions outlined in your letter we are particularly inter-
ested in being informed as to the ‘status of any supplemental’ apphcation for
the 80 mg dosage form: You will undoubtedly appreciate the force of an argu-
ment to a jury that physiciahs could havé prescribed two 30 mg doses per day
““which would have been within the allowable:lifitation of the approved labeling
and which ‘would havé been available to patients by taking one 20. mg and one
10 mg tablet, :
1f there is any sound medical reason Why such dosage should not be:preseribed -
and thus why 80 mg tableéts: should not be available to physicians, we would
~ be:able to.counteract any such defense with someé force. Whether or not siich .
reason exists is therefore a_factor. to :-whichi.we would attach.eonsiderable
importance in:the event prosecution is requested as. to the foregoing-violations.
We also believe that it would be helpful to'know whether the subjects ini-any
way solicited the sale of the 30 mg tablets ‘on April 18, 1964, and. March 1,
1965, to Doetors McSpirit and. Reider respectively, or whether such sales were
solely as a result of unsoheited otders by the purchasers.
Sincerely, ) .
e Famn M. ViNsoN, Jr,
Assflat(mt Attorney General,
COriminal Division.
By HAgroLp:-P. SHAPIRO, . °
thef, Admmistrative Regulation.s Section

DEPABTMENT or HEALTH, EDUCATION, AND WELFARE
September 26, 1967.
Attention Harold -P. Shapiro, Ghlef Administrative Regulations Section.:
Re Rexar Pharmacal Corp., Armin Rosner, and Martin Benjamin. Your ref :
" FMV :JWK :mlh, 21-52-246, F.D.C. No 53053

" Hon. F'rEp M. VINSON Jr.,

- Assistant Attorney General Crimmal Division, Department of Justice, Wash-
ington, D.C. .~ }

DEeAR MR, ViNSON + We have ‘considered with the Food and Drug Administra-
tion the questions that you raised concerning. this case. -

The four .counts which  allege “violations: of 21 V.8:C: 331((1) are ‘strong
counts involving the distribution of. unapproved new drugs, and would by them-
selves, support eriminal action. =~ .

The firmi did submit a supplemental new’ drug application for Oby~Rex 80
mg., but it was incomplete and the firm-has been advised of this. Therefore,
compliance has not been achieved. Morégver, the firm. was advised in 1964 both
tc discontinue their violative advertising and that 2 80 mg tablet WOuld require
a new drug application. ,«

‘It'is irrelevant that a physician could have prescnbed :1 20 me: and a 10 mg.
‘tablet, thereby: giving ‘his patient a.total of 80: mg. at each -dose: This does-not .
make it leggl. for the firm to -market a 30 mg. dose without .complying with

the new dfug requitements. Had a doctor o, prescmbed he ‘wonld have exceeded
- the limits. of -the safety approval ‘in-the:new drug ‘application. While he ‘may,
in discretion, prescribe an excessive dose for his own patient, he does so-at
< “the risk of ‘civil liability: for-exceeding th¢ dosage that has been proved-safe, . -
as requlred by law.
the dosage of. 80.mg; per-tablet. is not generally. recognized-asi gafe:To say. that
‘a ‘person .can take 20 5-grain aspirins at one time is not to say that ib is per-
‘missible to make a 100-grain pspirin tablet, =
_The Admmistration’s file does:not reflect: i;hat the ﬁrm has detail men or uses
other means for, the direet, sohcitation of orders from physieians A

vy i . I

i

‘The fact is/that; the.consensus of medical opiniofyholds-#hat - -
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¢ In‘regard:-te the count based on the advertisement in Modern Medicine, Se
- tember, 1965, we would ask you to reconsider your:decision notto prosecute with
the following considerations,: i O L L e R L
-+We ‘have previously written; you: our:iviews as.to the' legal necessity for
. including in the brief summary, information' from - the package insert titled
there “warnings” and. “precautions”. . [United States v..Wyeth Laboratories, .
F.D.C. 52678 Your ref; FMV:JNK:mifs. 21-62-826. 22A-48-20] The law. re:
quires that'every ad for a prescription drug shall present in brief summary

form “such other information * * * relating to side effects, contraindications, -

and effectiveness as shall be prescribed in regulations.” . . (4. dn o ot
¢ 'I'ie regulations require that this summary shall fairly show.the: eﬁ;@e,ct»ive‘E i

ness of the drug in the:conditions for which it is recommended, * * * togethe
with those side eifects ‘and contraindications that are pertinent. with respec
“ - to.the useés suggested in the -advertisement and any other use or uses for ‘which
the dosage form advertised is commonly :prescribed.. When. the-drug is an ap

: ps
" proved new. drug this information shall be the information from the approv 4 ;

new drug application. - .. S i e 0 i
- Here, the :information omitted, though-headed ‘precautions in' the approved
labeling, ‘was information relating to side- effects. and  contraindications.. It
warned against use of the drug by persons with anorexia, insomnia, vasomotor|
instability: and other .conditions. This was to tell ‘the physician that sueh per-

- sons might experience serious side effects—so ‘serious that the drug shouldibe‘g o

avoided. While: the drug may not be completely..contraindicated for all persons|

with these symptoms, it is contrai-ndi’catedf in:‘some;, and in others, side ‘g_ffects{;

are to be expected. S

traindications in the medical sense..

So literally this information was related and pertinent to side effects and. con- L
TR ; ; ! |

.. Far more important, however, is the fact that Congfes@s used “side ‘effects” L

and “contraindications” in-.502(n) to cover the relevant hazards-—whether so
" denominated in the labeling so-called precautions or warnings.

- The legislative history on this point clearly shows that Congreés intended‘

‘the physician to be fully informed by those ads, since they recognized that the |

‘majority of doctors learn:about drygs. from such promotions. This has been
discussed in greater detail in our previous letter, For example, the provision,

that ad§ conld' be exempted from' all of the requirements of informing the '

physician, ‘if they included a statement that full information could be obtained
- on request, was rejected on the floor: of the House. Cong. Rec. House 87th. Cong.,

2d Sess., September 27, 1962, pp. 19928-9, The information to be supplied would | '

‘be the full disclosure inserts which were required even then to 'include “‘precau-
tions”. The sponsor of .this amendment,  Representative Blatnik, specifically
. stated that “There is-ample evidence to demonstrate that because of time limi-
tations physicians rely, on drug advertisements a great deal in deciding which
" . they .should prescribe for their patients. It is incumbent upon us to assure that
1o false or misleading information is inadvertently, relied upon.”, p. 19922, and
-’then, “I want to see this bill so drawn:as to make:sure that doctors get all
_available information * * *” [in the advertisement. itself], p. 19928. To leave
a’doctor with the impression that no special consideration or. care need be given
“to a.patient with anorexia, ete.is certainly misleading.. ... .- .. = . oo
.- President. Kennedy’s proposed -.qmen%ment on advertising:to..the Senate Bill
. .was offered on the ground. that “Such advertisements.shoul quired. to
- ‘make fair disclosure to physicians of the information. (good. or eeded to.
. ‘permit them to.do a better job. of selecting drugs for use.in Y
. TLetter from President Kennedy to Senator: Bastland, August 4,
“ Cong. Rec. Senate; August 6, 1962, p. 14682. This would, in- our.o
_.precautions. ; ‘ o i et
. "We think that.a.reading-of the Legislative History on' this mat ves
doubt that the. information lacking in this ad was of the sort ‘that Congress

intended be presented to the physician. . i it L

- Tf we.may be of any further assistance, please do not hesitate to call upon

us. S TR P P ET H“U‘!:‘,.*‘*:w' ol o o B e -

"7 Sincerely yours, = « e

: o PR ‘WittiaM W, GOODRICH, . . =

: © Assistant General Counsel, . ;
. Food and Drug Division. .
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: 4l Go

‘Mr. Wirpiay W. GOODRICH, '
Asmstcmt ‘General: Counsel,: Departmem of Eealm Educatwfn, amt Welfére,
i Waxshmgton D.C. .
" Mg, ! ‘GOODRICH ThlS isin" response to your letter of’ September 28 1967
yVou answered certain- questions which we raised in our letter to you
r@l 214, 1967. Thei views you ‘express concertiing ‘the subject’s advertise-
ment:of ‘the’ drug Oby-Rex in* Modern M édicine tor’ September, 1965, have been
: c‘«trefully considered, However, 'we: have > 'ob érved “that, although' the statute
Cand thie regulations’ pertammgi to advertising' refer only ‘to “gide’

o8 indications”, ‘other ‘regulations 'i*taining ) ]
“‘tion: drug: refer ‘to “reIevans ‘haz [

f i ) [ é ¥ b v, p ) 3
Seetion 1.106(b) (8) (i) \1106(b)(4) (i)

an “Thus, ‘where the' agency has
“in -thé labelmg of ‘a ‘prescription

' drug of “hazards” or “precautions”, it has done so by using those specific words =

. ,buS

even though in'the same- seritéiice it has tequired the inclusion of “side effects”
and ‘‘contraindications.” Accordingly, it appears thiat the agency has” recognized
cH ‘df these 'words Has ‘a ‘separate” deﬁmte meanmg and 'we’ could not
‘a_contention ‘that “precautions” are incéluded by implication 'in  the
statutory language, partlcularly in an instance in which ‘the ‘labeling of the
drug ‘as approved by the ageticy distinguished " between What eonstltutes “slde
‘efféets and contraindications’ and'“precautions.”
Therefore, prosecution on the basis of the. fallure of the subyeéts to mclude
in'the advertisement a statement of the “precautions” is de lmed
- Insofar ds the counts pertaining to the: shlpinent* p
March 1,°1965, to Doctors MeS
' 30 ‘mg strength’ tablets ‘0f 'Oby-Rex ' aj )b}
-are not persuaded - ‘that such ‘drastic action: [
“or that'if it ‘were instituted a successful result ¢
‘The offénses took place between two and one. half. and thrée and’ ong’ half
yearscagosbut ‘were not réported until ‘January of this year. Despite your state-
ment: that comphance ‘has not been achieved, no additional violations have-been
reported and the subjects have filed a supplemental new “drug - application
esting: approval fm the 80 nig dosage form. ‘Although this application has
‘not been withdrawn nor has the
to ‘approve it. App@rently the
lication.' Thus,’ déspite’ your ‘state-
the ‘record before: the agency is
0, W] thér siu hi dosage forgx is'proper; .

n¢ » e
ay 1 S pgmlt n of ‘thig drug ‘and

A dosage ' form of 't] shlpment was ‘specifically -ordered by licensed

phy clans who, aré legally entitléd, and 'ethically. re(;uired ‘to prescnhé for their

patients the dosage dictated By their own judgment based’ upén’ a knowledge

of’ their patients’ requirements ‘tend to weaken dny'ctiminal’ prosecution.

th -the time"which'haé* elapsed since the'com-

‘'gituation this ‘an’ unattractive

not sold’this dosage

a supglemen‘tal apphca-

‘ remeni:o the law
pI Secutxon is" deélined SRR
Smc ely, L

Eh B e B o S L By 'HAROLD P, SH’APIBO, ]
: Ohief, Admzmstratwe Regulatwns Sectwn
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DEPABTMEI?'L‘OF HEAL’J:H, EDUCA’DION (AND: WELFA . 3

RE,
: .Azml 18, 1968,
Attentmn Harold Pr Shapiro,,omef rAdmmistratxve Regulatm s Section: .
Re lgtgggr Pharmaeal Corp,, Yonr Ref FMY JWK ad; 2;1»52«246 FDC Né

Hon FRED M. VINSON Jr, : ’
Assistant. Attorney: G»emeral Ommmwl Dwmon, Us Department\ o;f Justwe,
Washmgton, D.C, - :

DEAR Sir: You w111 recall that Mr. Barrett and I met with- Mr Shaplro and
Mr Murphy last November to discuss your reasons for: déclining prosecunonk
set forth in your letter of October 25, 1967. -

We went over: the file together and we pointed out that the new drug charge
was a'seriousone because (1) the product was labeled with no warning inforq :
mation-at all (no package insert was included) and with doge recommendatlon
of ‘“one table once to twice daily”, (2) the strength of this tablet (30 mg.),

' which ‘contains methamphetamine (speed) along with amphetamine makes it, a\‘
-+ dangerous product, (8) .our medical advisors supplied a memorandum’ describ-|
ing adverse reactions to 30 mg. doses..of amphetamme, and (4) the two sales«

~ involved were not isolated transactions. "

‘We asked our New York Office for further mformatmn They have sent us an!
inspection report covering ‘an inspection in September 1967 and a list of: mter-‘v
state shipments’ of this product made ‘in ‘June 1965 (the month the violation |

- occurred) There were four additional shipments made that month, two-to con- ‘;
' gignees:in 'Ohio, one“to a purchaser in' Massachusetts and one ‘to Long Beach,
California. Edach shipment involvéd ‘a bottle or bottles of 100 tablets or capsulés.
Our letter of September: 28, 1967, said that the firm does not have detailmen. |
~/The. ﬁle shows that Mr Benjamm personally deliﬁvered one shlpment as a sales- i\

man.:

You asked whether the firm had in: fact dﬁscontinued ‘the. 30 m g. ’dbsage The |
1967 report shows: that- the- firm ‘claims ‘to have discontinued interstate ship-
‘ments. but continues to do about $20,000 per year in intrastate business ‘in prod-" |
uets: without approved new drug applications, including Oby Rex-in'a 80" mg.,
Timed  Disintegration: Capgsule and  Tablet form. The firm was also using 'a
. “Pear:Doctor”’ promotional: letter with physician: samples to élévate 'mood: and
and help-relieve despondency, claims not-approved initheé new: drug l“abelmg, for
those produets and notiineluded in:the prescribing information, !
.. It seems; therefore, that the firin: despite several warnings: has not’ yet decided
to comply with ‘the new’ drug tequirements of the law: The proposed defendants
‘seem to'have little: concern: for phtient safety: or 11ttle appreciatmn of the hafz-
ards.in:theuse of'high-doses oframphetamines, = - [«
+As to' the advertising charge; westhink there can be no: oubt Whatever that
the information ‘the: Company-headed “precautions’:inits labeling was informas
tion “related: to: side: effects and:‘contraindications”. Congress used ‘different

~Jlanguage in Section 502 (n)j-than the Agency uséd in:its £ill disclosure labeling
regulations promulgated: severa ‘years befote, -but the intent: of ‘the Congress
- ‘was plain, as we have shcwn

ou‘rﬂ chscussmn o:f these advertismg cascs with
yourpeople: - ;

“We: simply: cannot agree that any» matemal now: included m product brochures
approved over the past 28 years/in new drug clearances that is:headed “precau-
tions™ or“warnings”, -or (indeed  anything: other than material headed"*side
-effects” or “contraindications”, iy notiinformation related ‘to’ “side ‘effects” and
“contraindications” -as thosé terms 'were-used inthe 1962 Drug ‘Amendments.
Not only is this directlywcdnttarm)to ‘thie ‘Congressional intent and to' the plain
statutory language, -it is untrue as a factual matter. In this case;the precau-
tionary information: left: out of the ad was the most impottant mformatmn
needed for safeuse-of the drug.. '

Yourdéclination ‘of the new drug charge was based on your: appralsal of
the likelihood of . success,:the drastic nature of the proposed action, the time
lagi between the' violations and: reporting'them to you, your understanding of
the “mcomplete ‘status” of the NDA, and on the startling statement that a
physician is ethically and legally bound to treat patients with drug dosages
beyond the limits‘of safety proven through the new drug: procedures. .

This action is not drastic when one considers’ that the drug involved is a
potent amphetamine mixture, with well recognized hazards, which despite some
years of clinical use in medicine has not ‘beén shown or recognized ‘to be safe
1n:the 30 ‘mg: dosage. To place such-an unproved dosage on the market in' iitter
disregard foi: the new: drug. .procedure is a substdntial’ violation ‘of law: and a
distinct disservice to physicians who prescribe and patients who' are ‘expected

: 56»592—-«75—-——23

t
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" to use prescription:drugs. The' incomplete applieation was rejected by the incom-
glete letter, Our. regulations, upheld on this point by the Sixth Circuit in the
Turkel case, call: for: filing: over ‘protest if’ the. ‘Comipany wishes' to  pursue- its
npphcation This Company has not done'so ‘and- its appliéation i§ a closed one. .
-Bxceeding.approved dosage of drugs is one of the ‘surest ways to: »patient’ :
injury. Physicians have neither the legal nor the ethical right to experi A
with their patients with ‘excessive ‘dosages:without the patients informed ‘con+
serit, and when drugs ‘of interstate origm are used without eomphanee w1th the
IWD regulations.’ - A B
~ Very truly yours, : "

o 'WI‘LLmM' W, Goonsmn,
3 o i ; Asswtant General Counsel,
: : g - Food and Drug Divigion.:

MAY 29 1968

Re. Rexar Pharmacal Cprp FDC No 53053

Mr. WiLLiam W, Goonmca, -

Assistant General Counsel,

Department of Health, Educatzon, and Welfare,
Washington, D.C. :

. " DEAR MR, Goomzxox{ This is to acknowledge receipt of your: letter of April 18 e
1968, requesting us to reeonsmer «our decismn to declme prosecution in this S
matter. :

Your: comments relative to the alleged violatmn of the advertising prov1s1ons ‘
ot the Federal Food, Drug, and Cosmetic :Act appear to be the same as those
made in-at least one other similar matter. (See Syntex Laboratories, Inc., FDC .
No. 53222.) Our. views regarding: theé narrow issue presented by similar facts
were fully set forth in our letters to you pertaining to that matter and in our
letter:of October 25, 1967, concerning the present submission. ' We adhere to them
and to our-decision not to- proseeute this matter insofar as the. advertisement is
coneerned.

Neither: does the: information contained in your Ietter warrant any change in
our decision not to prosecute on: the: basis' of the: shmments to Dr. MeSpirit in
April: 1964, and Dr.- Reider in: March:of 1965, Despite the statement that there -
were four additional shipments in' Junée 1963, no evidence has been submitted
proving that the . .sales were to persons othet than:duly quahﬁed physicians
who ordered the larger dosage form for the pirpose of dispensing them :to bona
fide patients being treated by them. The sales of the drug in' New York State
do not constitute violations of the Federal law and cannot be construed as
,exhibitmg an intent to violate the Federal Food, Drug, and Cosmetic. Act.

:Accordingly, we dre still of the opinion: that the age of the alleged violations
and the factual situation present a very . poor basis for eriminal’ prosecution.

. The facts are such as to raise grave doubts as to whether:they constitute a
_viglation in the legal sense. Moreover, it 15 our ‘belief that. the circumstances
aupon which the Government would be compelled to rely are‘so unappealing to

o ‘ajudgeand a jury: as to render a conviction highly unlikely.

We desire to correct the statement attributed to us in” your letter that g ‘
physician ‘is ethically and. legally bound . to ‘treat: patients; wih drug dosages :
‘beyond the limits of safety: proven. through new drug procedures.” That'is not
our position. The ¢orrect statement of outr position; to ‘which we- adheres appears
in the next to the last paragraph of our letter of October 25, 1967.

.. ..For the reasons indicated above, we:continue to be of the view that prOsemi :

tion of sthis caise is not feasible We are therefore closing our ﬂle i

incere y, il !

" FrED M. VINSON, .Tr L s
Asmetamt Attomei} General,
b : Cnminal Diviaion

In reply refer 0. TG
 'The Honorable ATTORNE
. ,»Departmenf o;f . ustice,'

M

. DEAR
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‘Cosmetic Act, against ‘Syntex Laboratories; Inc., 1401 Hillview Drive, Palo A{to,,
‘California, and 45 Walnut Avénue, Clark, New Jerdey. The offenses complained
of occurred on ot aboit September 29, 1965, November 18, 1965, and February 18,
1966, ‘and involye the -introduction into .interstateé” commerce -at’ Clatk, New
Jersey, for delivery to Berkeley, California, of quantities of Norinyl, a'preserjp-

tion drug. : : : S . !
" There are transmitted herewith a suggested form of criminal Information:and
the following exhibitss - .~ 0 R SRR B l :
A, Copyof Notice of Hearing.t -’ e ) RARIR R A S
B, Carton and battle labels, = 0 L b o T ‘ i
_C. Package ingert (approved new drug application labeling). .- )
"D Gopy of monograph in.1965 Rdition  of Physicians’ Deésk Reference. '
"W, Copy .of advertisements in the November 1, 1965, November 15, 1965, and
_February 1,71966, Editions of The American “Journal of Objtetrics and’ Gyne-
“cology’; the November;, 1965, and February, 1966, Editions of Obstetrics an
‘Gynecology ; and the February 14, 1966, Edition of Modern Medicine. . '

SECTIONS ‘OF ACT INVOLVED -~ .~ s I

" The Trformation charges violation of 21 U.S.C. 831(a) in that the defendant
caused ~the introduction. into interstate commerce of ‘quantities of “Norinyl
‘which were misbranded as hereinafter described. ' .. - Lol
Count I.—The drug: was misbranded within the meaning of 21 U.8.C..8352(f):
“(1)-in:-that its labeling failed to bear adequate directions for use and it was
‘not exempt from such requirement since-its labeling, a monograph in ‘the 1965
Ydition of fhe Physicians’ Desk Reference, failed ‘to comply with the requires
ments of regulations2t CFR1.106 (b} (4) (1).. - - e o
v Counts 1T and 111, —The drug was misbranded within the meaning of'21 U.8.C,
352(n) in that the defendant failed to include in advertisements caused to .be|
issued by it in-the (Count II) November 1 and 15, 1965, Bdition of The Amer-
iean Journal of Obstetrics and Gynecology and the ‘November, 1965, Edition. of;

“ Obstetrics. and ‘Gynecology, and in the (Count 1II) February: 1, 1966, Edition,
of The American Journal-of Obstetries and’ Gynecology, the February, 1966,

" Hdition of Obstetrics and Gynecology, and. in'the February 14, 1966, Edition of |

Modern Medidine, a true statement of information: in brief -summary‘r,elat“ingl

to the sidg effects and contraindications of the drug. as Tequited: by regulations !

) 21’CFR 1':'105(e);a‘nd £y, e : . R el |

‘BACKGEOUND INFORMATION = '

“Norinyl” is a registered trade name néed by the .defendant for ‘& drug com-
" posed of 2 mg. of Norethindrone and 0.1 mg, of Mestranol. At the time-of the |.. -
. alleged violationd, Norinyl ‘was commonly prescribed a8 dan oral contraceptive. |
-~ 'Syiitex subniitted to the Food and Drug Administration a new drug applica- |
““on for Norinyl which wag approved on March.5, 1964. At thig time, the Com-
" missioner of the Food and Driig Administration sent a letter to Syntex Labora-
tories, Inc.,-in which he said that the claimg’made in the labeling were ‘limited
.. by the representations made in the néw “driig application, The Commiissioner |
~ also.said that the approval of the new. drug application. in'no way, relieved
Syntex Laboratories from complying with all of the provisions of -the Federal |
The 1965 edition of the .Physicians’ Desk ‘Referenice, published by Medical

¥ood, Drug, and-Cosmetic Act..” -

¥conomies, Ine,, bore a monograph for Norinyl which appeared on pages 962 |

and 963. The Physiclany’ Desk Reference is published annually-in cooperation

with the subseribing manufacturers, The purpose of the Physicians’ Desk Refer-

ce iy to make -available to physicians information.on. thajor pharinaceutical |

- specialties, Information appearing in the Physicians’ Desk Reference is'solely - |
ihat furnished by ‘the manufacturers. This is éxplained hy:the forewdrd in the
19th -Bdition’ which contains. the following statement: “The. Ju ation. of the
publisher'is the dompilation, organization, and distribution; of the information,
Each product deseription has been prepared by the manufacturer, and edited’
%;ld approved by the manufacturer’s Medical Department, dieal Diregtor, of
edical Consultant.”.. . « = s e

TR . 7. EvIvNE o MISBRAN s
Count I.—The drug, Noriny), which is a prescription drug and which is a new |

“drug subject: to 21-U.8.C. 855, was not exempt from ‘the requirements of 21 "' -
1T.8.C. 352(f) (1) that adequate directions for use appear in"its labeling since
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it failed: to.comply with the,condition for, exermption set forth in, the regulations
21 CFR 1-1QQ~,(13 (4)..Such condition requires that, in case 0f a drug subject, fo

21 U.S.C, 355, the labeling be substantially the same as the labeling ‘authorized
by the approved new drug application for such drug. This vas Dot true with
respect, to Norinyl because its labeling; the 1965 Edition of the Physicians’ Drug
Refefence, failed to include the following information which was inthe new
‘drug.application labeling ;- T ) o L ’

(1) A statement concerning the length of experience with the drug, and. that -
although no deleterious effect of the drug:on _pituitary, -ovarian, adrenal or
uterine function has been noted, the long-range éffect on these and.other organs
must await more prolonged. obsexvation, . . .., e e )

(2) The information regarding the possibility of pregnancy if. the treatment- :
#chedule, is not. adhered to;-.and” th; th enses fail to appear -and
the treatment schedule has.

ered. to, or, if the, patient misses two
£y, of pregnancy should ‘be resolved .
X established, Norinyl should, be discon:

uming Norinyle If preguancy is ests ¥yl should. be. dis
tinued during the ‘period of ggs{lkaﬁon, on the ‘basig that' virilization- of the

female fetus has been reported. with oral use: of progestational agents or =

estrogen, . . ) . .
< (3) /The important ‘information ; regarding : the possible. carsal relationship
between progestational agents and intravascular clotting."In dddition,-the Physi-
ciang’ Desk Reference labeling c¢ontained the ‘statement “it: provides maximum
protection. against unplanned pregnancy and .minimizes ndesirable side effects
resulting in. fewer patient. dropeuts”  which statement: was: not : supported: by
the approved new drug-appliestion labeling: iy - o e
Counts IT and ITl-~In regard’to the: advertisements upon which the mis-
“branding chaiges are based, ‘examination: hag shown that they  omitted: certain-
information 'which- ‘was in the ‘néw: drug. applieation labeling and that they
Included. certain - information which:was not'in sich labeling, The nature of such -
- information is-alleged. inthe criminal ‘Tnformation, Because of such omigsios
-andof such -inclusion, :'the -advertisements.failéd - to- include trué statements
relating to 'the. side effects igid .contraindications  of Nerinyl: as. required by
regulations. ; el v e R O T P

i EVIDENCE ' OF VIOLATIVE: SHIPMENTS .. 0 )
.. Oount 1A sample of two 100-tablet bottles of Norinyl was taken.at random
from-a lot of ten such bottles in the shelf stock of the Permanente Services:
Pharmacy, South San Francisco, California, by Food and Drug Inspector Frank
- ‘W. 8choll. The lot was identified by Donald H. Murray, Manager and Pharma-
cist in Charge of the Dapite. Division of Permanente Services, Inc., Berkeley,
. California, ‘who said that the lot had been received from ‘Syntex Laboratoties,
‘Tue., Clirk, New Jergey, on, Octobet ‘a bsequel .t0” th
re-mentioned pharmacy., M '

y

] . of Permanenté Seryices 'said that'his firm had’ feceived
twenty-tablet packages and 48 100-tablet bottles of Norinyl from Syntex Lab.
ordtories, Inc., Clark, New Jersey, on November 26, 1965, Mr. Murray supplied
Inspector Frank D. Korun with supporting documents 'reldting to the shipment,
Mr. ‘Richard ‘Wickel, Assistant Administrator for the Samuel Merritt ‘Hospital,
Oakland, Oalifornia, provided Inspector Korun with copies of advertisements:
 No vhicli appeared in’the November 1, 1965, and November 15, 1965,
0‘11,“%%1 f*gb stries’ dnd ‘Gynecology, 'andl the’ No-

) d‘

g

Tlorence’ Burns
Samuel Merritt Hospital, Oakland, California, provided Inspector Korun ‘with
copies of advertisements for Norinyl which appeared in the Fébruary 14, 1966
Edition of Modern  Medicifie, “the ‘Fébruary, ‘1966, Edition of Obstetrics and"

employée of Dapite. 'Mr, Richard Wickel,’ A

o A

i
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Gynecology, and the Pebruary 1, 1966, ‘Bdition of The American - Journal of
Obstetrics and Gynecology, .. .

The headguarters of Syntéx Lh)go

abor: torges - Inc. are presently 1ocabed in l?ao

Alto, Californis, but’ manufacturi e time of ‘the alleged. viol: txons was

carrled out elsewhere, The drug.in gnestion was manufactured by, Syntex. Lab-

: oratones employees using equ;pment ‘1ocated on the, premises of Warner-Chilco t
Laboratories, Inc., ‘Morris Plains, ‘New. Jersey., THis. manufacturing operatw
was under the control of Syntex boratomes, T e, shipments: of the, dmg
were made by the Syntex Laboratoriés, Branich in Clark  Ne

.Jersey ‘ '
HEARING HELD PUESUANT 70’ 21 QLR 335 o L l

CA Notlce of Hearing: issued pursuant to 21°U.8.C. 385 on April'8; 1966; ad1
dressed to Syntex Laboratories, Ine., 1401 Hillview Drive, Palo Alto; Gahfbrma.‘
‘A ‘personal response was made by ‘Mr.: Vincent ‘Kleinfeld,  Attorney for the|
firm;, on April 21, 1966.-Mr. Kleinfeld did not question: the mterstate nature of
the shlpments and did not deny that. the Physicians” Desk Reference was ac:
companying labeling ag is charged in Count I.' Neither did he deny the firm’s!
respons1b1hty for the shlpments, for the placing of the monograph in the Physu-v
cians’ Désk’ Reference, nor for the placement of the :advertisements in questlon
in the November issues of the various medical journals. )
Mr. Kleinfeld said that the firm had no intention of dehberately omitting },
information- from the Physicians’ Desk Reference or from -medical Journal
advertising that they. believe ‘would have been desired by-'the Food and: Drug
Administration. He said that honest men can-differ in opinions ag to what s |
required under the regulations and that Syntexs doctors had : believed “their. |
medicak Joumal advertising ‘and-the mounograph: in. the: Physicians’ Desk. Refer-
ence were in full compliance with the law. Mr. Kleinfeld stated that heé himself .|
did.not realize the full extent, of the information desired by the Food-and Drug
Admijnigtration to appear.in these publications.:
Mr. Kleinfeld, said he was helping:the firm.to. set up the procedure for the )
development of ;advertising and labeling that,will assure full ,compliance with: | .
- the requirements of  the Food: and.:Drug. Admiinstration.  He had prepared. and. ‘ i
submitted to the Food and Drug -Administration. a. new . proposed :monograph - ‘\
for.the Physmians .Desk. Reference to be: published in, #he next quarterly:supple- . R
ment after it is approved by.the Food and Drug Administration.. He-had also. |
prepared.. a3 statement  for use in medical. journal ‘advertising, as.soon: as -he |
obtained approval from. the, Food and Drug. Administration. He stated that he |
wags .of the opinion  that. these proposals. wonld. meet all the points:raised..in |
the .Notice. of Hearing but, that they Would be changed. if they were: still not i
Natlsfactory to the Food and Drug Administration, .., i
On. June 21, 1966, Mr. Kleinfeld, and other representatlves of. Syntex, Labora— :
tories, Inc., met, WJ.th representatives of: the Food and Drug : Administration in: |
Washmgton, D.C. A proposed . monograph for: the Physmlans Desk ‘Reference |
was.submitted and, discussed as was; proposed material, for journal advertising: | -
The: firm indicated .an intention to. comply with the, reeommendatioﬁs and re-
qulrements of the Fodd and Drug Admmlstratmn. i o

SEIZURES

No seizures were made of the shipments whlch ‘are the subject of the proposed
Informanon .

CON CLUSIONB

We have consxdered the represeﬁtations which were - made o1 behalf of ‘the |
firm at the above hearing. However, we cahnot ignore the: facts which show |
that Syitex Laboratories, Inci; has had an exténsive experience: in the develop-
ment of .new -drugs and thelr subsequent distribution in: accordanee with “the ‘
new drug regulations; and. that such: firm way fully’ aware of the regulations Lo
which required ‘that the contraindications and side éffects set forth in the ap- & - |
proved new- drug: applicauon ‘labeling- be | presented ‘in'.the* Physmlans’ Desk i
Reference monograph-and in‘the medical journal:advertiséments, . ‘

- In these citcumstances and :in . the: interest -of ‘Protecting’ the hiealth of the
consuining public, it is our opinion ‘that criminal-prosecution is. ‘Mecessary. to
impress - upon Syntex  Laboratories,.Ingc,, its responsibility for complianee with

the law, and to -deter other firms from slmilar violations ‘of the 1aw i
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. AR . .. WITNESSES - St
The principal witness in this case will be the Governinent Inspéctors, who
collected the samples and msade the inspections, the Government Analyst who
analyzed the samples, witnesses to establish the interstate origin of the samples
and the issuance of the advertisements, dnd medical officers of the Food and’
.Drug Administration’s Bureau of Medicine'who can testify as to the approved
new drug application, the approved labeling, and the serious nature of the"
alleged medical journal adyertising misbranding, . - " o0 o0 e
It.is requested’ that, if the form of Information ig amended, the United
States Attorney furnish us with a copy thereof; also, that he keeps us advised
45 to the progress of the case and its disposition, ™ . = =~ i
The New. York Distriet Office of therFood and Drug Administration, loeated ..
at 850 Third Avenue (af 30th Street), Brooklyn, New York 11282, Telephone:,
788-1300, will arrange for the presence ‘of the necessary wiinesses and assist
in. the presentation of the case. Upon: request, we will render such further.
assistance as may be possible. ‘ O ‘ :
Very truly yours,

" 'WILLiAM W. GOODRICH,
Assistant General Counsel,
- " Pood and Drug Division.

e L T o ) o : - APRiL 22, 1968,
Re¢ Syntex. Laboratories, Inc.¥.D:0. No: 53222, Federal Food, Drug, and- Cos- -
< metic Aet o s e el e T T ey o W
M WILLIAM W GOODRICHE, - /. o0 i oot 8 et T Ll
Assistant General. Counsel, Departient of -Health, Education, and. Welfare,
Washington, DiC. " ; . 5 R : 2
DeAR MR. GooprICH ¢ In view of the expressions ‘contained. in your letter of
March 1, 1968, ‘we have re-examined our previous: determination relative to
prosecution of this matter, The reasons set out in your letter tend only to rein-
foree our-opinion that this matter does not present a-case for prosecution and
iz not a4 proper setting in which to’attempt ‘to sustain a judicial iuterpretation
of the regulations issued pursuant to Section 352(n) of the Act, .
-+ ‘We believe that any attémpt to secure a judicial interpretation which will-
enlarge the ineaning of ‘the statutory terms on’the basis of the meaning of the
_word “relating” 48 suggested by you would be frustrated by the factual situation,
_Phe diffiéulty inherent:in -dny: stch- @ttempt is> that: the labeling “which -was
approved by the Food and Drv ministration’ contains the same: words 4s are
foundin the statute and regulations, i, “side effects” and “contraindications.”
Under each heading, the specific' items or- conditions are listed. Many of the
conditions which you now contend are- side effécts or cotitraindications are not
tisted under those héadingy-in the labeling-but are set out under other headings
i’ the labelinig. In‘a criminal prosecution, such a factual situation creates an
impossible ‘barrier “to ‘subeess, Tn -al¥ Hkelihood, the only result would be to
obtain’a -judicial ‘éxpression contrary ‘to your desire. In passing, we consider-
the possibility that the court might find an ‘analogy bétween the present-situa-*
tion and that of Haynes v. United-States, —— U.8. ——, decided January 29,
1968, wherein the ‘Supreme Court eénimentéd-that *so. much could not be de-
rived from soMEle.” . o “ o oo Tho g St e R
" Moreover, the ‘argument. présented relative to"the meanings of cerfainlan~
‘guage used in ‘the advertisement as. compared to ‘that of the labeling presents
so fine and tenuous a distinetion: as to rendér convietion most unlikely. In other
instances, the suggested ' vieolation appears to -consist ofia-failure “to  furnish

information which does not:appear in the:approvedlabeling.. [ ..~ -2 e s
. Specifically, the argument that the statement in-theé advertisement that the
drugis contraindicatéd.in Ppregnaney :is:mnot satisfactory because. the doctor
- should: have been -told to discontinue the drug “at tlhie: earliest possible: sign: of.
pregnancy” is untenable. Obviously, the physician is not going to use the drug
1o. prevent prégrancy if the patient is-pregnant. Neither: would"it seem logical
" to,expect that a- physician would -continue-its use after -the patient becanme
pregriant: Mofeover; underi-the cireumstances, .any ‘physician would -be-aware
that eontraindications :of ‘the (drug din pregnancy eanionly mean’ that it. should:
be diseontinued if the patient.becomes preguant. . 1o i we i L g b g

As"to-the:inecessity: for discontinuinee; at the-earliest possible sign,. it will
be observed that the approved labeling under the heading’of “side effects” rotes

that sympt'qms “resembling early ‘prégnancy” as well ‘as changes in the  men- -
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strual cycle, including occasional inter-menstrual bleeding  and: spotting an(i
sometimes with the period being missed. entirely,. may. occur. Thus, ;the. aph
proved labeling certainly. indicate§ that gome -of the ‘earliest pogsmle” sign$
of preghancy may be false one§ w’hie do_not. justify discontinuance “of. the
medication. Accordingly, a Warnmg to the physician to discontinue the drug
at; the. “earliest possible”. signs of the condition the drug. is meant' to prevenh
is'not consistent with the approved labeling;

. Under. these circumstances, we see no Just1ﬁcation for any: attempt to predx»
. eate a criminal prosecution in the factual situation above described.

Your, letter states that “contraindication for psychic depression in “the apw
proved’ lebeling is directed to patients with a history of: psychic depression\
and not just to.those with presently observable psychic depression,” However, !
the language used in the labeling approved by the Food and Drug Administra«‘
tion is not that :clear or unambiguous, The labeling stated under “contraindi-| .
eations” that “patients w1th a history of psychic depression’ 'should be. carefully {
“observed, and the drug is digeontinned it depressmn Tecurs to.a ;marked degree.” |
The ?dverhsement stated that the drug was contraindicated in “severe depres—
sion;,

Thus, the labeling ‘does not say the drug should not be used. in. patients Wlth ‘
o history of psychic depréssion or .even that it must be discontinued if that |
condition should appear, Its use is contraindicated only if the condition reap-
pears to a marked degree. The advertising statement contraindicating the drug

“jn‘the event of severe depression, therefore, does not significantly differ from !
that of ‘the labeling, Its terseness is not a viee, indeed, a “brief summary” not .|
a verbatim quote of the. labeling is all that the Aet requires. . 1
- Tt -will be observed that'it is also arguable that the flat’ contraindwation ot '
the advertisement may be.considered to be more restrictive than the permissive |
and rather ambiguous wording of the labeling.

While the labeling of - the ‘drug might well have included under the heading
“side effects™ a warning about:the blood clotting possibilities ‘of the drug, the
fact is that it did not. The Food and Drug Administration approved labeling
which ‘treated’ it-in-another. fashion, -and. many courts and juries would. con- |
sider it manifestly unfair for the Government to attempt to impose criminal |
sanctions for the failure of the subject to.set this condition out as a side effect’
without having first. been advised of the necessity so to do. .

Addltlonally, the agency’s position is considerably weakened by the fact
that in the labeling the coupling of the reference to blood clotting with the fayor-
abie comment of the Ad Hoc Advisory Committee has the effect of minimizing
the potential threat to the patient. This circumstance would also.tend to dimi-
nish the seriousness of the: failure to. list the condition as a “side effect.”” . . .

Much of the same objection. applies to the contention relative to. the failuré

i

to set forth as a- side effect a statement found in the Jabeling under a‘different . |

heading relative to the effect of estrogens on’ealcium and: phosphorus: In: addi-
© o to- the ‘questionable fairness' of ‘a prosecution:in thege cireumstances, the:
labeling ‘statement does:not refer to a definite knowledge that the drug has a
deleterious efféct on ‘calefumm’ and phosphorus-inetabolism but only to.a general
medical legining - that estrogens are:'known to-have such. an: influence. The
complaint ‘therefore, seems ‘to relate to a ‘failure to list as a side éffect of the
drug-aimatter. ofmedical learning which is applicable to estrogens.: Thus, the
information does not seem-to relate to a side effect of the drug:advertised, and
for'that:reason a prosecution based upon this omission is not seund. '
- Nor do we believe that.the failure of the advertisement to include the speciﬂe
details relitive to the : length of 'experience” with -the -drug forms & bisig for
“eriminal wetion. Such information ‘wag-not ‘Yequired as a part.of the'statenient
.iri the:labeling - -concerning fide effects; and the advertisemerit 'did, by’ inference
a{ least, inform the physmlan that “prolonged observationb" had not; tnken
pla

: That portion of: 4he’ advertwement which speaks of the low incldence of side
eﬁ?ects does not : appear - to constitute a violation -of ‘the statute. In'our view,
the’ advertisement does ot falsely: reépresent the’ incidence of 'side. effecty which
a‘ttenéis the uge of the drug. ‘Although we think it is at least debatable ‘whether.
the advertisement claitmé a superiority over: other. products in connection with
the incidence of ‘side effects, 'such statements are: within’ the srea of ‘allowable:
promotion of the drug. The statute is, in our opinion,. oriénted toward. requiring
truthfulness in thé area pertaining to safety and effectiveness, We do not read’
the:legislative. h1story as indicating that the statute is designed to prevent the .
usual effort' to’ convinge consumers that the advertiser’s’product’ is superior.to. .

ther almost ‘identical products so long as the' factual statements are true..
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Yoiir: Ietter leads u§ to the conelusion that you ‘do ot contend ‘that-the adver:
tlsement for’ Norinyl' claimed:any .use not" i elided"in the ‘approved Iabeling
butonly that it did‘hot set forth a1l the side’effeets with the specificity ‘which
the agency' finds: desirable Tour' letter ulso ‘states’ that it is your position that
advértisements of new drags subjéet'to pre 'rgption use-for which applications
were approved: after Oétober 10; 1962, cannot contam any statement that ié not
in the approved New Drug Apphcatlon ; )

“Weihave observed ‘thit had'the adver éement Set’ fort 45 “side eﬁects" Soine -

of the statements which' you ‘contend ‘shotld ‘have been there included such dct

would be'a direct vidlation of the- position stated’ above because’the statemeints
of ‘thé ¢onditions allegedly omitted are’ nof found under thdt héading, in the
approved labeling: ‘Your, contentmns, therefore, seem to be diametrically opposed
%obyloug algument as to the necessity that the. advermsement conforim to the
abelin .
- Although we are” déclining’ proseeution based upon the alleged violatlons of
the advertismg provision “of ‘the Act, we do not have’ the same reservations
concerning the violdtion alleged in’ Cauht I of the suggested form of information
whiel relates to the use of 1mpr0per labelmg m the monograph in the: Phym- ‘
‘cians’ Desk Reference : ' ) ;
We are engaged in the procese e
the ‘ideds expressed ih our Iast col m‘unicat;on A.copy ‘of our
to theSUmtedl States: Attorney will' be’ forwarded to you: ‘syhen'.
incerely,

P “Faup M, Vmsow, Jrl, e
o Asszsttmt Attorne:} General,
Criminal Dwmom
By HARoLD P. SHAPIRO,
O‘h@e;f, Admzmstrative Regulatwm Sectwn

Ami:s DE!PAR'J;MENT oF JUsmcE, Feie i
“Unired. $:rA*ms ATTOBNEYM

Attention Harold P. Shap 'Clnef Adm 1svtrat1ve‘Re ulatmns Seetlon,
Re Syntex. Laboratorles, Iné, FDC No 53222, ‘.Federal F‘oodL Drug, and Cosmetlc
" Act. Your Ref: FMV :JWK :me, 21-48-858.
DEPARTMENT OF JUSTIC‘E .
Washmgton. D.C.
DEAR M. Szapiro: We ha,ve rev1ewed the file. in, the above~refereneed matter
and have concluded. that the gase lacks prosecutive merijt. .
... We tecognize -that - discrepancies. hetween; the monograph and the approved :
labeling do. exist.,. However, the regulatlons themselves:require; onl}7 that/ the
labeling be “substantially” the same, as: ‘the:lapeling:, orized: by ‘the approved
new drug.appliéation, The word. “substantially’.certainly; gave the. company
_‘some license. to synopsize: the. 1nformation, contained . in-the approved new:drug
application. A reasonablé doubt exists in.our. minds as to »whether the: Ia,bel{i,ng
in the monograph.is, substantxally different .from- the:labeling in:the approved

v

‘new drug application, and we. believe that a lay jury Would also harbor such a’

doubt.:

. Moreovet, the dlscrepanc1es between the monograph and the approved labeling

do not:appear to. have been the result of a purposeful evasion of the regulatory

xequirements of the-Administration but of an honest difference of opinion. as to

what was required under the regulations..In faet, at the hearing held on. April

'8, 1966, the firm offered to-obviate all future difficulties by submitting sample
“advertising -and" monographs £0 .. the Food and-Drug Admmistratlon before -
publication.:

T In closing, we note that the qffen,se eomplainjedk gg ;ooeuxred in; September.

1965, almost three -years: ago.:No:indications- of -violations of the Food and -

Drug law subsequent;to;that date.are-reported. Prosecution-at:this rather: late
date would not he in) the best interests of the Federal Government R
Very truly yours, .- :
DAVID M. SATz, Jr,, S
- U8 Attorney. .
By MARLENE GROSS,.
-+ Assistant U.8. Attorney.
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DEPABTMENT ()F HDALTH, EDUCMION, AND WELFARE, \

May 28 1968
Attentlon Fmd M Vmson, J r., Assxstant Attorney General
Be sézy%mzltex Laboratorieb, Inc Yolrr refs FMV JWK .mch 21—48——353 FDC N‘ 2
Hon RAMSEY CLARK,
Attorney General,: ; B i i el A G ‘
~Department ofJustwe, v IR CESE I B e by el
Washmgton,l) 0 Bk v : v |
4'DEAR Sir: This is with reference ‘to your letter of Aprll 22 1968 and the
Unﬂed States ‘Attorney’s 1‘ of May 21, 1968, dechmng proSeeutlon
the ‘advertising and the' lab i'g v1olatlons wé have reported ‘to ‘you. =
The United' States Attorney 'declities” for the reasons’ that (1) i:here is a
reasonable doubt whether the labeling (¥DA monograph) is substantlally dif-l
~ferent’ from ‘the approved labeling,” (2) ‘the violations ‘appear to be'the result
+of honest differences of épinion as to what is required, and (3): the offense is
almost three years old and ther eare no indications of violations since 1965. |
(1) There can be no' redsonable doubt-that the PDR differed’ from: the" ap~\
“proved Iabelingin a substantial ‘way. It' was too" brief, it iwas promotlonally»
“slanted, and it omitted important information for safe preserlbm : :
(a) A comparison of the approved labeliig" #nd ‘the PDR monograph p'Iame !
shows that some 6f the most’ vital safety. informatlon was omitted from the |
‘Tonograpiy. ‘A copy of'the "1965- omnograph i enclosed. ‘It exaggerates the
- effectiveness of the ‘drug, and it minimizes th& §ide’ effeets,;preoantiohs and
emll)tramdmations; ply cannot understand how ‘it can be ‘said"that -

i

. dto'be
c»a.fe age ‘of this drug. Th the: N0gT g ‘
-the approved labeling are not the same, & - =70 Tanr T A
Fun’damen‘tally, what ‘the ‘Company did was to present a reassuring write-up
for the physician’s desk which omitted the most 1mportant information he needed |
to! have' to preseribe’ thig drug- for “his patient§ with' safety: As the” eriminal |
informatlon which your office drafted” shows, the “physician was’ not rted
‘to the Possibility of effects’ onl’ the fetug’if a preg'nant woman~should
‘drug not ‘knong she‘waS‘pregn'ant' 'he»' w‘ . -not alerted to th 1 hmited experl-

frgna.
(a‘ risk
3 éa dhout
effects 'on' patl 3 3 hosphirus métabo»
s, and he was not told to use the drug w h, care m k ny pahent Wh h
history of psychic depression. ' - : !

* We feéel corifident that we ‘¢an prove by accepta*ble medic‘ ev1dence that the !
préseribing information in PDR~1965 was mot' substantially the same’as the
‘rroved laljeling, ‘a8 the. regulahons require. And we are eqliaily confident it
we can prove thé’ ‘omissions‘and changes were" significant ‘from the’ slandpoint of
patient ‘safety. Our Advisory Conmimittee on” Obstetrics and:’ Gyneeology, ‘quoted "
in the Company s labeling, said that the 'physician ‘must decxde for tlent o
. “whether “to dccept: the” risli“nv ved in th‘=’use‘ of ore 1
though*it may be, but that h . this n
_’to him dispassionate” sciéntific: 'knowledge of ‘the av ¥ “PD]
nmionograph did not serve th1s purpose, and the 1 olative ads we wx isc"nss
later compou‘nded the hazard

"(2) There ‘was ) ;
diﬁerence of': opmlon as to’ What i§ vequired. The apphcable rég‘ulatlons had
‘been 'in’ effeet since 19()1 and the Company’s performance shows that it 'did not
comply ‘with what was eclearly required—it did not present substantially the
same, information in PDR as in the approved labelmg It had the labeling at
hand and it chose to omit some of the informatijon from the PDR moénograph.

(3) Syntex has not'been in comphance Sin 965 The ad ¢harges you elimi-
nated would have shown the United Statesg At y that the same failutes to
‘inform continued after that date, “And within t st fow months, on’ January
29, 1968, we required the’ Company to mail“a 1étter t ph ns in
United States calling attention to its failure to: jnclu it then ctirrent
ads appropmate warnings aboyt use of ‘the. drug in pkyc ic” depression and
about _the ib of ~thromboembolio episodes. “A- copy of ‘the letter is

enclosed
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. Turning: to ‘the. reasons: g'1ven in’ yoﬁr Jetter of: April 22, 1968, for declining -
¢ to'prosecute the advertising violations, we must reiterate what ‘we have fre-
~“quently said ‘to your: representatives, .that “the brief summary ‘ig required to = .

{disclose true information related to: side: effects, contraindications, and ‘effec-

tiveness as specified in our regulations, not merely the. 1nformation headed .

“side effects” and “contraindications” in the approved labeling.

We are confident that any qualified expert would regard- the information
“about clotting, calcium and phosphorus metabolism, effect on ‘organ and: endo-
crine functions, etc., as information related to ‘“side effects” and “contraindi-
~cation” as those terms ‘were used in the 1962 Drug Amendments; The fact that
the information in. certain instances, was headed “Thyroid Gland”, etc., does not
make it less information related to side effects than the materidal in the labeling
.under the heading “Side Eﬁ?ectsi” A mere readmg of the package msert estab-
lishes this.

While crnnmal prosecutions do sometimes mvolve strict interpretations of i
" regulations; . thére is. “no canen agamst using -eomimon sense” in appiying a
criminal law. - ’

As'to the point you make that our understandmgs of What Was said inthe

. advertlsmg are based upon. tenuous construections, we think we should have an
opportunity to present these points to a court or‘jury with an explanation of -

their important medical significance. .

Surely a jury would understand the need to warn a physician, and through

“him the patient, that a missed dose 0T & miscalculation in taking the oral con-

traceptive drug may result in pregnancy, and that if that occurs there is danger
0 the unborn child from- continumg to take the drug. Telling the physician
- that the drug is contraindicated in pregnancy. does not. tell:him. what he really
needs to know for his patient’s safety in bearing a ehild. It is the need to alert

" the user to the hazard to the unborn: -child  which' may - result: from a missed *

“‘dose or a miscalculation that calls for this early pregnaney. warning.

On- psychic depression, we have noted above that-as late -as. January 1968
'Syntex was still not properly presenting the message about, this hazard to the
profession; A’ corrective letter was necessary. What is missing in the ads is the:
warning that any patient with a history of psychic depression should be-care- .
fully ‘observed ‘(this means the patient:should:be followed -much more closely
. than the routine patient) if'a decisiéon is made by the physician.to preseribe-the
.oral  contraceptive.. A statement that. the drug-is contraindicated in “severe
.depression” does not adequately advise the physician of the risk he runs with a

" patient who has had depression:in:the past but now has it:under control. -

Blood clotting has been a:problem. with these drugs for a. long time. When

‘these-ads-ran; the labeling: was required to say.that such episodes had, oceurred,

- that-a causal relationship had not-been established, :and that.the problem.was
under investigation. The ad said nothing about this. Instead, it. said .the. drng
‘was contraindicated in.thrombophlehitis .and pulinonary .embolism  (current or
past). This is-quite different from: telling, the physieian that the cause and effect
relationship of the oral econtraceptive drugs to these serous-complieations, partic.
ularly in-the. older age groups, was then under scientific investigation. -

:As you .know, this: problem has caused. a ‘progressive; strengthening of . the;
warning as more experience has been-gained,

v, Finally, we must express our disagreement ‘with the idea that a, drug com-
“pany.can use a literally true statement to convince prescribers that its products
are superior to other identical products. A half-truth is still sometimes a great

“lie. Promotional practices with this class of products have been characterized

by the use of such half-truths to gain marketing advantages, We have had to

: require several eompanies to diseontinue such -ads.and to send letters of correc-
iion to the professmn ‘For from being harmless pufing—which:in any event is
not tolerated in prescription drug. advertmements«this kind of promotion gffirm-

. atlvelv mijsrepresents both the effectiveness and the sa*fety of the oral contra»
ceptives.

We have written you at thie length because of the serious consequences to the i

‘profession and to.patients of improper: preseription drug- advertising.::.

 Six million women are considered to be-.on oral éontraceptive’ drugs at this
time in the United States. Their safe uge depends: upon-proper promotion of the
.drugs tothe profession. Syntex hag seriously failed- in the mstances cited in our
. »recommended prosecution case. E . i

“ Yours very truly, Lo

¢ WILLIAM W Goonmcﬂ. :
: -Assistant General Counsel, - .
Food and Drug Dwision
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L MAY2T,1968.

“Hon. RAMSEY CLARK, o R .

Attorney Genéral,
Départment of Justice, :
Washington, .0, = RIS
“ Attention Fred M. Vingon, Jr., Assistant Aftorney General.. « ' .aini el
Re Syntex Laboratories, Inc.; Your ref: PNV :JWK;mch 21-48-358; ?? No. 58222,
* Dear S1r: This is with reférence to your letter of April 22,1968, and the United
States Attorney’s letter of May 21,:1968, declining prosecution ‘o both the adver-
tising'and the labeling violations'we have reported toyou, i e e
The United States Attorney declines for the reasons that (1), there is'a rear
_sonable doubt whether: the-lableing (??? monograph) is ‘substantially different
from the approved labeling, (2) ‘the violations appear to be the result of honest
differences of opinion as to what is required, and’ (8) the offense is almost three
" years ol and there ‘are no indications of violations since 1965, ORI
(1) There can be no reagonable doubt that the 227 differed from the approved)
labeling in a substantial way. It: was too brief, it was promotionally slanted, and!
it omitted important information for safe preseribing. -~ .. . ot v BN
(a) A comparison of the approved labeling and the PBR monograph plainly,
‘shows 'that some of the most vital safety information’ was:omitted from the'
monograph. A copy.of the 1965 monograph is enclosed: It exdggerates the ‘effec-] -
tiveness of the drug, and it minimizes the gide effects, precautions and contra- |
indications. We simply cannot understand how.it.can-be said thatsthis abbrevi-
ated material, and particularly the lines ‘devoted -to: side: effects, can possi-
bly be.said to be substantially’ the same -as the approved directions . for safe |
use of this drug. The substance of the monograph and the substance  of -the
approved labeling are not the same,~ - - * "0 o G i e
. Fundamentally, what the Company did was to presenta ‘reassuring write-up
for the'physician’s desk which omitted the most important information he needed.
to-have to preseribe this drug for his patients with safety. As the eriminal infor-
mation whicl . your ‘office drafted’shows; the physician-was not alerted to.the |
. possibility of effects on the fetug if-a pregnant woman:should thke the'drugnot |
knowing she was pregnant; he-waigtiot alerted to thie limited €xperience with the
‘drug and its possible long range effécts. upon: 8- variety. of organ:and endocrine |
‘gystems, -including pituitary, ovarian, adrenal,” tterine, liver, ranid ‘thyreld; be |
was not alerted to'the possibility of intravascular: clotting  (a risk now known to
be even Mmore serious than in-1965), he was'not warned about effects on patients -|
with ahy condition involving'cglcium or:phosphorus metabolism; gnd he was'not |
told to use-the drug with care in-any patient who had a' history: of psychic
“depression. . - oo oo e B
7 YWe feel confident that we'can prove by acceptable medical evidence that the |
. -preseribing "information in PDR-1965 was ot substantially the same a8 ‘the |
i, ‘approved labeling, as the regulationsrequire, And we are equally confideht that = -\~
we can prove the gmissions and changes 'mor sighificant from?the standpoint-of |
‘patient safety. Our-Advisory Conmittee on Obstetrics'and Gynecology; quoted in .
the Company’s labeling, said that ‘thet physician: must: decide for “hiy patient “
. whether to acceépt the risk involved in- the use -of - oral “contraceptives; ‘small |
“-though it may be, but that he *can'do this wisely only ‘when there is presented !
to him dispassionate sclentific knowlédge of the'available .data.” The PDR mono- |
graph did not-serve this purpose, and ‘the “violative afds we will diseiiss later ‘
compounded thehazard, .~ .o Do BN
(2) Thére was no basis for considering this violation a result of dn honest
difference of opinion as to what is required. The applicable regulations had been '
in effect since 1961, and the Company’s perforniance shows that it did not comply :
o ‘with what-was clearly required—it did not present substantially the same infor- !
_.mation'in PDR as in the approved labeling. It had the labeling at hand sand it
chose to omit some of the information from the PDR monograph. .. -, ° e
-.(8) Syntex has not been in complisice since 1965, The ad ¢harges you elimi- .
. :nated would have shown the United States Attorney that the same failures to
inform -continued after that date.-And within the past few:ionths, ‘o, Janu-
ary 22, 1968, we required the Company to mail a-letter to all physiciang in the:
United States calling attention: to its failure to inciude in its then: cucrent ads
appropriate warnings about use of the drug in psychic depression and :about the
possibility of thromboenbolic episodes. A copy of the letter is enclosed.
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Turning to.the reasons. given in your letter of April 22, 1968, for declining to
brosecute the advertising violations, we must reiterate what we have:frequently
said to your representatives, that the brief summary is required: to: disclose true
information related to side effects, contraindications; and effectiveness-as speci-
fied in .our regulations, not merely the information headed “side effects” and
“contraindications” in the approved labeling. . L

We are confident,that any quajified expert would regard the information about
clotting, ealcium and phosphorus métabolism, éffect on -organ and endocrine fune-
tions, -etes, ‘as inforniation.;relat’ed‘ t0 “side effects” and -fcontraindications?: as
‘those terms were used in the 1962 Drug Amendments: The faet thatthe informa-
tion in certain’instances was headed “Thyroid: Gland”; ete.; does not.make: it

-less information related to side effeets: than the material in the labeling under
the heading “Side Bffects.” A mere reading. of the backage-insert establishes thig,

While. eriminal- proseeutions do:sometimes -involye strjet sinterpretations  of
Tegulations; there is” “no canon; against - using common:. sense” in’' applying ‘a
eriminal - law, S : BTN R : ‘ :

As to-the: point you make that our understandings of what was said in the
‘advertising dre based.upon tenuous: constructions, we think we should have an
‘opportunity to present these:points to a court .or Jjury with.an explanation of
theirimportant medical signifieance, e L SR :

. Surely a jury would understand the:need to warn a physician, and through
‘him the patient, that a; missed dose oria-miscalenlation in taking the oral contra-
-ceptive .drug-may result in-preguancy, and that if that: oceurs' there. is danger
to the ynborn: child from: continning o, take the:drug: Telling the physician that

‘the drug- is contraindicated in pregnancy: does not tell hi what he teally needs . -

‘to know for-his patient’s safety:in:bearing = child.sTt-is the: tieed to. alert the
‘user to the-hazard to the unborncchild: which may result from a:missed dose org
miscalenlation that calls for this early Pregnaney warning..: - -\ e i
-On psychic-depression,. we: have: 1obed above that as late .as January 1968,
‘Syntex:was stilk not properly: ‘presenting the message about this hazard to the
profession. ‘A: corrective letter was - necessary, What i missing in the -ads-is the
‘warning that any patient with:a higtory..of psychic .depression should be:care-
Tully-observed {this means the patient: should be ‘followed: much “moré: closely
than the:routine patient): ifa decisionsis made by the physician ‘to’ prescribe
‘the-oral-contraceptivei. A statement that the drug is contraindicated: in “severe
depression” does notiadeguately Aadvisethe physician of the risk he 'rung ‘with-a
“.patient.-who:has: had-deppession in the past:but now has it nnder comtrol. . o
" Blood clotting has been:a problem with these drigs for-a long time. When-thege
- .ads-ran,-the labeling: was nequired toigay. that such epizodes had' loecurred, that
a-causal-relationship had net-beenjestablished, and: that.the problem was, under
investigation. The ad said nothing about this. Instead, it said the diug-wads
-contraindicated in' thrombophlehitis; amd pulmonary embolism:-(eurrent.or past).
This is quite: different: from ‘telling: the physician that the.cause and effect rela.-
tionship: of  the. oral -eontraceptive drugs to these serious comp) ications; particu-
larlyim the olderage-groups;was then: under.geientificinvestigation. SRIET .
-+~ As .you  know,- this problem: hag caused ra. progressive: strengthening  of the
‘warning:4s more-experience-hag been gained, .+ - (. A L PR R PP
-~ ‘Finally; we must €xpress our disagreement. with: the idea that a drng company
can. use a-literally: true-statement to. convinee preseribers: that-itg:produets. are
-superior to other identical products. A halfitruth is.still sometimes:g great:lie.
Promotional practiees with this: clags.af produets have been-characterized by the
use 0f such half-truths to gain marketing advantages. We have had to require .
several:companies to- discontinue; such. ads ‘and. teo gend letters:-of correction to
the 'profession. ‘Far from. being: harmless. -puffing-—which+in.'any: event is not
‘tolerated in presecription -drug ‘advertisements—this kind. of promotion ‘affirma-
tively ‘misrepresents both the. effectivencss and‘thesafety of the -oral contra-
ceptives. ‘ o : D o . Py
We have written you at this length; because of the seriong consequences to the
_-profession-and to'patients of improper prescription-drug advertiging. - .
Six ‘million ‘women: are -estimated to ‘be “on oral; contraceptive drugs .at: this
time in-the United States: Their safe use depends: upen proper promotion of
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the drugs-to’ the profession. Synte‘ ha
in our- reebmmended prosecutlon ‘case:
. YOurs Vea'y truly, & : N
i : b M?’W Goonmcn
Asmstant Generdl Oounsei -
Food émd Dmy Dwmon

i ‘y,

SEPTEMBER 20 1068,

‘Re Syntex Laboratomes Inc FDC No 53222——Federal Food Drug, andx
Cosmetie Act, ;

Mr. WiLLiaMm W, GoobricH, . ‘ o s ot li
Assistant Generdl Counsel,. o T s A A
Deépartment of Health, Educatwn, and Welfare, L ey % ‘
Washmgton, D.C. s

"DEAR MR. GOODRICH : Enelosed is a c0py of our letter Uf even date to the Umted ~
- States Attorney at Newark, New Jersey, requesting ‘that his office: récongider the !
above matter in light of your letter of May 21; 1968. Your attention is‘invited |
to ‘our:suggestion on: page two'that the United: States Attorney ‘interview the’
Food and Drug Administration experts who would be called as witnesses and- |
review the expected testimony of non-Government experts who may also be
called. We believe that such aétion is necessary to ascertain whether or not !
the diﬂ:’erenees between: the P.D.R, and the approved labeling are substantial. |
It is stiggested that you arrange with the United States Attorney for him |
to interview the Food and Drug Administration experts and furnish him with
a statement of the testlmony which: may, ‘be expected from any other experts
who will appedr for the Government i
Sincerely. . ! ; e
. Frep M. VINSON, Jr., -
i o Assistant Attorney General, .
i Criminal Division.

By HAroLD P. SHAPIRO,
Ohwf, Admmwtratwe Regulatwns Sectwn,

eyt SEPTEMBER 20 1968. ‘

Re Seyntex Laboratorles, Inc, FDC No 53222——Federa1 Food - Drug, and‘
Cosmetic Act. ; )

Mr DAvID Mv SATZ, Jr,
U.8. Attomey, TR ORI
Newark NJ. i

ME. SATz i ATHer recelving‘ yoﬁr letter’of May 21 1968 reeommendmg
.the ‘above-captioned matter :, R Wwitho i

letter from Mr.ﬁGood’rieh, ‘Assistant Geheral ‘Counsel; Food and Drug
- taking éxee{)tmub ‘to. your conclusio;xs and req g

2 Dlwsion,
“a “further consideration

" Goodrich, your office,
,rr nged wﬁereby all "parties

could discuss theu‘ v&ew’s : 4 s

However, our efforts to arrange ﬁwch a’ meet ng have been to no avajl and
sirice’ the matter is -growing stals, ‘Wwe' bélieve it’ig’ appropnate to
copy. of Mr /Goodrich’s 1etter We understfnd fhat Mr. Go
Mr, Gottl _ “Mi ssaroughd f

the alleged
tions of the, advertising, prov1sions of the Act do not provide'a bas'ls for' prose-
cution, Insofa.r as our decision on the latter problem is concerned, the views set
forth in Mr. Goodrich’s letter have long been known to us and were thoroughly
consider:ed at the timeé we reached our conclusion. They, therefore, are not, in
our'view, so persuasive as to result in a change of our views.
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. We have noted that Mr. Goodrich:strongly disagrees with your analysis of:
the discrepancies between the monograph and the approved labeling. In view:
of the decision of Judge Lepold in the Abbott case, we think that your peint may
be well taken but the question isrimpossible to evaluate in the absence of ex-
pected testimony. It would appear that the nature of these differences is a
matter that.could best be. decided after discussion with medical experts of the
Food and Drug Administration, who would be .called :at witnesses, as well ‘as
a combination of the statements of any outside experts who would be expected -
- to testify on behalf of the Government. It is, therefore, suggested that you should
“interview the appropriate Food and Drug Administration experts and éxamine

the statements of expected witnesses’ before making a final decision. k.
While it appears that the subject has seen the error of its ways and has
voluntarily complied with the desires of the Agency both with respect to its
P.D.R. labeling and advertising practices, we believe you should balance thése
factors' with the Agency’s opinion as to the seriousness of the offense and the
necessity for criminal action. We suggest that the Court’s attitude toward this
kind of an offense may be ascertained at the time it imposes sentence’ in the
Ciba matter; which, we understand, is expected to take:place shortly and may -
be. considered by you.in evaluating thig matter, =~ . .. . .. .
. ‘Accordingly, your reconsideration of this matter in the light of Mr. Good-,
rich’s. comments will ‘be appreciated. We trust that you will.advise us in your:
final decision. . & ! s e ey i s
Sincerely, ! N o sn e B :
TR L : ..~ FrED. M. VINgON, Jr., ~
Assistant Attorney General,
B Criminal Division.
By HAROLD P. SHAPIRO,
‘Ohief, Administrative Regulations Section.

' UNITED STATES DEPARTMENT OF JUSTICE,
UNITED: STATES ATTORNEY,
‘ For THE DisTrRICT OF NEW JERSEY,
o S loii s . Newark, NiJ., October 30, 1968.
Attention Harold P. Shapiro, Chief, Administrative Reégulations Section.
Re Syntex Laboratories, Inc., F.D.C. No. 53222—Federal Food, Drug and Cos-

“metic Act. Your Ref : FMV :JWK :me, 21-48-353. ‘ :

DEPARTMENT OF JUSTICE, .
Wdshington, ID,C. . ) -
DeAR MR. SHAPIRO: At your suggestion we have again reconsidered our file
in the above-referenced matter and have again concluded that the case lacks
prosecutive merit for substantially the reasons set forth in our letter dated:
“May 21, 1968. : : i oot ; : -

“We do. not believe that interviews: with medical personnel concerning the
-diserepancies between. the monggrapha»and«_‘appmved‘labelingz,(yvould;affect our
opinion regarding the prosecutive merits of this action, The regulations them- .
" selves give the company .some license to synopsize the material of the approved
labeling in the monograph. Even if medical personnel could conyince us that- -
there were substantial differences and that we could in fact carry our burden: of
proof, we feel that prosecution of this offense that occurred over three years
ago would not be in the best interests of :the Federal Government, especially in
light. of  the fact that revised and current monographs do comply with the
regulations., e S sl . = e
"On October 25, 1968, the Ciba Pharmaceutical Company was fined $200.00.
on each count of a two count Information charging violations similar fo those
here, In view of the time expended on this case by this office and by the Food
ind Drug Administration, we found this sresult-most discouraging. In view of
the, factors outlined above and in our previous correspondence, we doubt that
ould achieve a more staisfactory result in this matte s o
. Very truly yours, ¥ e

; o v DAY

By Mamtene Gross,
o Assistant U.S. Attorney,
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.
Ummo STATES DEPARTMENT OF JUSTICE; + .|

Washington;D.0., March 25; 1969. .

Re* Syntex Laboratones, Inc F.D.C. No. 53222«-——Federal Food Drug, -and Coé-
7 'metic Act. Your Ref: MG :chi 748447,

" Mr, WiLLiaM W. GOODRICH, i

Asgistant. General Counsel, Food, Drug, tmd Environmental Health Divieneﬂ,
- Department of Health, Educatwn, and Welfare, Washington, D.C. :

DEAR MRr. GooDRICH : We note that you have been furnishéd w1th @ ‘copy of the
United, States Attorney’s letter to us declinitig prosecution in the above matter,
W4 have carefully considered whether this office should persevere in-its ‘effor
to persuade the United States Attorney to agree to prosecution;of the abOVeg
captioned matter. Mr. Satz has filed eriminal informations in two similar case
on pi;evmus occasions and is, therefore, familiar with ‘such prosécutions and
.sympathetic to the enforcement efforts of the Food and Drug Admlnistration
It has been notéd that in the Abbott case the court seemed to feel that some edid
tortalizing was permissible under the regulations then in effect, and in the Cobw
and Armour cases very small fines were imposed upon the defendants for viola:|
tions similar to those reported in the instant matter. Also we' have observed»
that new and more comprehensive regulations are about to be adopted in the:
field of advertising and that the industry seems to have accepted the ruling.
o[ the Abbott case that the Physician’s Desk Reference constitutes-labeling,- ‘r
For the above reasons, we Qo not believe that any useful  purpose will be !
served by directing the United States Attorney to institute a prosecutlon whlch |

is contrary to his best judgment Prosecution is, therefore, declined. -
“ oo Sincerely, ]

v

Wi WILSON, * S
Assistant Attorney General T

Criminal. waion, |
B HAROLD P. SHAPIRO; e
Chief, Admmwtmtwe Regulatiom Section. |

UNITED STATES DEPARTMENT OF JUSTICE,
UNITED STATES ATTORNEY, ..
: ~ FOR THE DIsTRICT OF NEW JERSEY,
: Newvark, N.J., March 28, 196‘9
Attention AIvm L. Gottheb

Re. S%ntéex Laboratories, Inc.; Federal Food, Diug, and Cosmetw Act, Your'Ref |
53222

U.S. DEPARTMENT OF HEALTH "EDUCATION, AND WELFARE, RN = ‘
Ofice of the Geneml C’mmsel - i TR ‘ T
‘Washington, D.C. ) } e '

' DEAR MR, Gorrries: In. view of ‘the :fact that pi'osecution bas been declined
in the: above-ceptioned matter, we are returning herewith all exhlbits turnished
to ‘this office.

‘Please be-advised. that Wwe. are closing our ‘file in thls matter ‘ e S
. Very truly yours, :

DAVID M. Suz, Jr, B

U.8, Attorney. i
. By: MABLENE GROSS; . "

 Aasistant U5, Attoméy o
L MaA¥ 25, 1967. s

In Rej Iy Refer to FD G £
lgAmsmx CLARK,, " "

General, -

; Y,
- De artment of- Justice,
Wa»shmgton, D.C.7 .

DEAR ME. OLARK: ‘We request the institution of crimmal proceedings under'
the Federal: Food, Drug, and Cosmetic ‘Act, ‘against- Warner-Lambert : Pharma-

- ceutical Company, Q. corporation trading as Wamer-@hileott Labomtories, at,
Morris Plains;, New Jersey.

The offenses complained of occurred during, the pemod from about February 4,
19 to about April 22, 1966, auel mvolved the mtroduetion mto mtereeate

L.




" sand the dru

, 136910 COMPETITIVE PROBLEMS . IN: THE 'DRUG INDUSTRY

fcommerce at:Morris Plains;. New Jersey, for delivery to -Glendale, New York,
- -and New. York,: New: York; quantities of the drug, Peritrate SA (Sustained Ac-
tion: Pentaerythritol tetranitrate) tablets; which was misbranded; ‘and. .a new
~ drug for which no approval of a New.Drug Appucatlon was eﬁfectlve for all
the purposes for which it was offered,
. There are: trgnsmitted. herewith..a, suggesbed form of cr1m1na1 informatl,n
and the following exhibits: " .. : ¥
1. Copies of Notices of: Hearing..
2, A copy, of the approved New Drug Ap hcatlon labeling
/8. A copy. of the mailing piece “490T718 October 1965 which incladed a 're-
prmt of “Pentaerythritol Tetramtrate As Adjunet Therapy In the Immediate
*Postlnfarction Perlod” and “The Use, of Coronary Vasodllators In Acute Coro-

4., A copy "’the advertisement fiom the Jou/rmtl of the American Medwal,
Socttion of, January 38, 1966, and February.7, 1966, identified PE-GP-527-4C.
5. A copy of the advertlsement from- the Apnl 15 1966 ‘and. ApriI 22, 1966;
ssnes of M edw@l World:News. .

6, The package insert for Peritrate SA

H;

Ve e e SECTIONS OF THE ACT 1NVOLVED

Count I of the Informatmn charges violation of 21 U.S.0. 331(a) in that the
detendant caused - the -introduction into interstite commnierce of “an article ‘of
dxug Swéxich was mlsbranded W1thm the meaning of the: folIowing sections of
zl ot D5

352(a) in that 1ts labehng, namely, the reprints contamed in the mailing.
pleces qontamed false and misleadmg statements and representations concern-
ing the‘drug :

352(£y (1) "in’ that sald labehng failed to bear adequate directions for use,

as the labeling ‘in‘the approved New Drug ‘Application ; and
352 (n) in that the defendant failed to include inthe advertisement caused

_to be issued by it wth respect to the drug in the January 3, 1986, issue of the
Journal of the American Medical Associttion,. a. true statement of” ‘information
in brief summary. relating. to-the effectiveress of such’ drug as required by 21°
CFR 1. 105(e) Sineé these charges are set forth, at length in the information
and. weére also alleged in the geizure of this drug, they will not be repeated

here.
[ Gount IT alleges violation -of 21 U.8.0 -381(d) in that’ the drug may not ‘be
introduced into interstate comimerce in ‘that it was a new drug- within- the
meaning of 21 U.8.C. 821(p) sinee it was not. generally recognized as safe-and
effective for all of the uses For which it was offered: in the Iabehng and approval
. of a New Drug Application with respect to such 1ses ‘was not, effectlve i
_».Count ITI alleges that a second -shipment of, the drug was misbranded withir
“the meahing of 21 U.S. .G, 852 (n) in that the defendant failed to.inclide in the
advertisdmert caused to be'issubd itf'the April 15; 1966, and April 22; 1966 issues, -
“of Medical World News, a true statement of mformatmn in brlef summary’
relatmg to the effectiveness of éuch‘ drug as requn'ed By 21 GFR 1.105¢ el

BACKGBOUND INFORMA’.I.‘ION

Per1trate &A 1s astrademark held by the defendant for the drug, pentaerythri-
tol tetranitrate (PETN) in a time release dosage form Warner-Chileott Labora-
tories submitted. to the Food and Drug Administration, a New Drug Application
for Peéritvaté A which was approved on November 23 1059, This permxtted
the drug to be offered for use in angina pectorlé patients.” . :

The mailing piece referred to in this case consisted of reprint X
the medical literature concerning experimental use of PETN: The mail
- was detually addressed and maileéd by the firm of Clark-O'Neil ,“];hc s
New Jersey. The list of doctors to whom the literature was’ to be sent wa
supplied: by* “Wartier-Chileott
were applied by the: firmi and: it-has no récord - of names.; However;Mr: John
Owens, Bxecutive Viee-Pregident of Clark-O’'Neill ‘informed. FDA Inspeetors\
that such a mailing usually includes the New York mef:ropolitan area. A total-
of 91,000 pieces: were sent to ‘medical people throughout the country.

The advertisement in " the ‘Journal- of the American Medical - Association

[JAMA] issue of January. 8, 1966 is a five page color ad. The copy of the ad

‘fiot exempt; since the labeling was not substantlally the same .

g
aboratories :by means of ‘sticker: laléls ‘which - -
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enclosed is in black and white, and the grabhs do not reproduce clearly becauée -

of the contrasting colors used in the magazine. However, the printing can all
be read. If this case goes to trial the FDA will obtain back copies of the maga-
zines from the publishers for use. There are no extra copies available at this
time. The ad highlights the study made by Alexander Oscharoff, M.D. and re-
ported in the article “Pentaerythritol Tetranitrate as adjunct Therapy in the
Immediate Post Infarction Period.” The same ad was rerun in the February 7,
1966 issue of JAMA. ‘

The advertisement for the drug which was run in the April 15, 1966 an(li‘

April 22, 1966 issues of Medical World News is a two page ad which reports a
study conducted by B. L. Brofman, M.D. using Peritrate SA. |

On February 28, 1966 in the Eastern District of New York, a libel was filed
against the shipment represented in Counts I and II and the drug was seized
on the same day. The libel alleged that the drug was misbranded in the same
manner as Count I does, and also alleged its shipment in violation of the new
drug provisions of the Act as now alleged in Count II. Warner-Lambert Pharma-

ceutical Company filed a claim of ownership and on May 12, 1966 consented to:
the entry of a decree of condemnation without admitting the allegations of the “1

libel. The rest was then destroyed.
Hearings pursuant to 21 U.8.0C. 335

Oounts I and II.—On April 18, 1966, a hearing was held in the Food and
Drug Administration’s offices in New York, New York, with the following people .,
representing Warner-Lambert: Mr. Robert Clark, President, and Dr. Frank !
DiTraglia, Medical Director, Warner-Chilcott Laboratories, Mr. James Hoge

and Mr. William F. Weigel of the law firm of Rogers, Hoge & Hills.

Mr. Weigel stated that the firm recognized the seriousness of the charges,

based on the JAMA advertisement but denied any violation of the Food, Drug,

and Cosmetic Act. He also submitted a written statement referring to the |

charges set forth in the Notice of Hearing.

Mr. Weigel said that the claims with respect to myocardial blood flow, in- |
creased oxygen, and collateral circulation were made prior to October 10, 1962 |
and were therefore in his opinion grandfathered. This would include the claim

concerning collateral circulation in the mailing piece. allegedly supported by
study of Lumb and Hardy.

The written statement asserts that the firm never intended to make any
claim for the use of the drug in the postinfarction period as found in the mail-
ing piece but felt it was necessary to set forth in detail the manner in which
the drug had been used in the Oscharoff study.

The statement continued that the Oscharoff studies, which claimed that 22
percent more patients treated with Paritrate SA at a time closely following
myocardial infarction remained alive after two years than patients treated
with a placebo, were used in good faith and the firm had no reason to question
the results of the study. In using these results as part of their labeling and
advertising, the firm maintained that it was unaware of the fact that technically
it might be making a new claim for the drug. Mr. Weigel indicated that since

no case law was established as yet on interpretation of the advertising provi-

sions of the Act, it was his opinion that it should be established first in civil
actions before criminal prosecution should be instituted.

Count III.—On July 22, 1966 a second hearing was held with the following
people present, representing Warner Lambert Pharmaceutical Company: Wil-
liam F. Weigel, Esq., Attorney with Rogers, Hoge and Hills, Frank J. DiTrag-
lia, M.D., Corporated Medical Control Director, Mr. Frank Markoe, Jr., Senior
Vice President, Secretary and General Counsel, Warner Lambert Pharmaceut-
ical Company. This was held to discuss the deficiencies of the advertisement in
Medical World News. ] .

Again Mr. Weigel stated that the firm admitted that the shipment had been
made and that the firm issued the advertising which was the subject of the
hearing, but denied any violation of the law. He emphasized that the ad offered
the ‘drug only for use in the treatment of angina pectoris, in accordance with
the policy of the Food and Drug Administration that nitrate-containing drugs
are considered as useful only in the management of angina pectoris. Warner
Lambert denied the charges contending that Dr. Brofman’s findings were clin-
ically significant and that the manner in which the subjects were chosen, the
methodology employed, and the evaluation of the results were in accordance
with generally accepted procedures for such studies. Dr. DiTraglia dictated a
prepared statement of his interpretation of the study substantially as follows:

56-592 O - 75- pt, 28 - 24
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Study A as done on 20 patients demonstrated equal therapeutic results for
Peritrate and the placebo, but this was not statistically significant because the
manner in which the study was run left doubt as to whether the effectiveness
of the placebo was not a carry over from the drug which had been administered
just prior to the placebo period. In Study B the drug was discontinued for a
period prior to use of the placebo thus ruling out any carry-over effect from
the drug. Dr. DiTraglia stated that the “Company did not believe that it was
justified in portraying this * * * finding concerning methodology (the differ-
ence between ‘Study A’ and ‘Study B’) and accordingly limited its references
to the reports of those patients. who received the active medication in the
approved manner as demonstrated by ‘Study B’ ”. .

CONCLUSIONS

We believe that the evidence indicates that prosecution is warranted in this
case. The advertisements in question did not meet the requirements of the Act
and would clearly be misleading to physicians who read them. The purpose
of these ads is to provide information to the physician who does not have the
time to read all of the reports in the medical literature. The law provides that
the ad be factual and provide full information on the product, both good and
bad, so that the physician can rely on the representations at to the effectiveness
and use of drugs without going behind the ad into the studies referred to.
Clearly, these ads will not give this service. It is necessary to read beyond
what is reported to be fully informed on the studies.

In addition, the labeling for Peritrate SA issued by the firm, contained
seriously misleading representations with respect to the drug. Mr. Wiegel is in-
correct in his interpretation of the grandfather clause. All claims made before
passage of the Kefauver-arris Amendments are not automatically protected.
Claims made on October 9, 1962 are grandfathered only if the drug was not
a new drug at that time. k :

‘Drug companies have the responsibility to follow the law in all respects.
When one company has not met its responsibility, it is open to criminal prose-
cution and we believe that it is warranted in this instance.

WITNESSES

‘The principal witnesses in this case will be the Government inspectors who
collected the samples and other witnesses to prove interstate commerce; and
medical officers of the Food and Drug Administration’s Bureau of Medicine
who can testify as to the approved new drug application, approved labeling,
and with other medical experts the serious nature of the alleged labeling and
journal advertising misbrandings. .

It is requested that, if any form of information is filed other than the one
enclosed, the United States Attorney furnish us with a copy thereof. The New
York District of the Food and Drug Administration will provide assistance to
the United States Attorney. Upon request, this office shall render such further
assistance as may be possible.

. Very truly yours,
WiLLiaM W. GOODRICH,
Assistant General Counsel.

APrIL 23, 1968.
Mr. WirLiam W. GOODRICH, :
Assistant - General Counsel, Department of Health, Education, and Welfare,
Washington, D.C. )
Re Warner Lambert Pharmaceutical Co.,, FDC No. 53548, Federal Food, Drug,
and Cosmetic Act.

DEAR MR. GoopricH : This is in response to your letter of February 13, 1968,
submitting for our consideration a suggested criminal action against Warner
Lambert Pharmaceutical Company arising out of the introduction into inter-
state commerce on April 27, 1966, of the drug “Proloid” which was alleged to
have been misbranded because of an advertisement which appeared in certain
medical journals during February, April, and May of 1966. - !

We have carefully examined the allegations set forth in the suggested form
of information, your comments relative to the nature of the violations, and the
four exhibits enclosed in your letter. The information set forth in your letter
and its enclosures is not sufficient to enable us to ascertain the exact manner
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in .which the advertisement is violative of the statute and regulations. It iis
obgerved that the narrative account in your letter which endeavors to explain
the offense does so in almost the same:language as the allegations of the infor-
mation, and provides little or no additional explanation of the reasons why the
advertisement violates the law. . : !

. Inasmuch as the advertisement did not on its face appear to .create, at least
in the minds of lay persons, the impression and implications seemingly set out
in your letter and suggested form of information, we have discussed this matter
personally with Dr. Robert S. McCleery, of the Bureau of Medicine, to make
certain the position of the FDA and to ascertain the nature of the evidence
available to prove the accusation. We have considered the views of Dr. M¢-
Cleery and have studied the materials submitted by him. |

It appears that one of the principal reasons prosecution has been suggested
is the contention that the first paragraph of the advertisement creates the im-
pression, in the mind of the reader, that in his paper Greer was comparing
liothyronine with Proloid, when in fact he was comparing it: with -desiccated
thyroid. Our own reading of the advertisement does not create that impression.
The wording of the advertisement seems to compare liothyronine, not with
any particular thyroid product, but with more slowly acting thyroids.

In addition, we understand from Dr. McCleery that liothyronine has a more
abrupt effect in raising the metabolic rate than does Proloid, and that as
between Proloid and desiccated thyroid there is practically no difference in the
rate at which the metabolism is raised. Accordingly, the fact that Greer may
have used desiccated thyroid in his studies is of little importance since in this!
area of comparison there is little or no difference between the action of Pro-:
loid and that of desiccated thyroid.

We understand that anotber of the agency’s objections is founded upon the
contention that the comparison between liothyronine and Proloid fails to dis-|
close that there is-a potential danger of precipitating cardiac complications.

from the use of Proloid. However, Dr. McCleery has advised that the omission:
refers not to cardiac complications which arise by reason of any abrupt action
on the part of Proloid, but such cardiac reactions as might arise generally from
the use of all thyroid preparations. Since the advertisement is comparing the :
dangers arising from an abrupt action of a drug with the effect of a slower ;

acting product, we. fail to see how the omitted information could result in any
misrepresentation. :

Another of the agency’s. contentions relates to the failure of the advertise- |
ment to state that Proloid is less rapidly metabolized than liothyronine, and, :

therefore; cannot be withdrawn: as rapidly when. toxic manifestations appear. |

Since the gist of the comparison between liothyronine and Proloid is that the -
latter is slower in raising the metabolism rate, we inquired whether: it would .
not be obvious to a physician that Proloid is less rapidly metabolized and were .
informed .that the rate at which the drug is metabolized is partly dependent

upon and partly independent of the general metabolic rate of the body, and, thus,
“it would be to some extent obvious and to some extent not obvious. :

In view of this explanation, and the lack of any statement in the approved
labeling which indicates that there is a possibility of such toxic manifestations
appearing as would require immediate lessening of the metabolic rate, this
ground clearly forms no sound basis for eriminal action.

The agency contends that the advertisement lacked fair balance because it
failed to include three statements by Greer in two of which he indicated that
other products were not superior to desiccated thyroid; the third deals with
the caution to be exercised in treating elderly patients or those with known
cardiac ‘complications. But since the quotation from Greer is not such as to
create an impression that Greer is of the opinion that Proloid. is, in general,
better than other thyroid products, there would seem fto bé no necessity that
Greer’s views as to thé relative over-all superiority of the various products or
his caveat concerning treatment of certain types of patients be expressed.

Nor is the statement, apparently true; that Proloid is a more precise prepa-
ration whose standards exceed USP requirements one which would require the
further statement for which the ageney contends. The statement in the ad-
vertisement is not a quotation and is referenced to a paper by H. 8. Kupperman.
The language quoted as being omitted is taken from -‘Greer. It seems that the
statement in the advertisement is one of fact from which qualified physicians
can form their own conclusions. Under these circumstances the opinions of
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others as to the medical conclusions to be drawn from the facts are not
required. i . )

The last quotation, the omission of which the agency. argues creates a crimi-
nal offense, does not appear to be related to the use of the drug advertised but
seems to refer to a general medical procedure recommended in the use of all
thyroid products by elderly patients.- Such-an omission again seems to be only .
a failure to set forth an opinion or conclusion of one medical researcher and-is
not necessary to complete a factual statement about the drug advertised. )

There is apparently some basis for questioning the failure of the ad to disclose
the chemical identity of some of the components of Proloid with those of the
drugs with which the ad undertook to make some comparisons, although we
also understand there may be: some difference of opinion as to whether there
is complete identity, as reflected by the statement of the Company. But assuming
the Agency’s contention in this regard is supportable, we do not understand
you would contend for progecution on this factor alone.

Accordingly, -it is our view that the matter is not one which justifies the
bringing of a criminal action. Even if the agency contentions are technically
correct, a fact as to which there appears to be at least an arguable basis for a
different view, they involve technical refinement of the nuances which flow
from the statements used as in our judgment to preclude a successful -prosecu-
tion. We- strongly feel that this is not the kind of a matter in which to under-
take eriminal action. : :

Accordingly, prosecution is declined.

Sincerely,
Frep M. VINSON, Jr.,
Assigtant Attorney General,
Criminal Division.
. By HARoLD P. SHAPIRO,
Ohief, Administrative Regulations Section.

DErcEMBER 5, 1966,
The Honorable ATTORNEY GENERAL, S
Department of Justice,
Washington, D.C. . v )
Attention Harold P. Shapiro, Chief, Administrative Regulations Section.
Re Wyeth Laboratories, Inc.,, F.D.C. No. 52677, Federal Food, Drug, and Cos-
metic Act. Your reference : FMV :JWK :ik, 21-62-326. .

DEAR MR. ATTORNEY GENERAL: This is in reply to your letter of October 5,
:1966. We enclose a revised form of Information which charges the.violative
shipment of Serax capsules on July 21, 1965 [in lieu of June 17, 1965], as well
as on April 25, 1966. .

At your request, the evidence of the July 21, 1965 shipment has been obtained
in order to avoid charging a shipment which occurred before the advertise-
ment’s publication dates of June 28 and July 5, 1965.

The July 21, 1965 shipment charged in Count I of the revised form of Infor-.
mation involves the introduction into interstate commerce.by Wyeth Labora-
tories, Inc.; at Paoli, Pennsylvania, on July 21, 1965, via the Pennsylvania Rail-
road, of 1248 100-capsule bottles of 15 mg. Serax capsules for delivery to Wyeth
Laboratories, Division of American. Home Products Corporation, Baltimore,
Maryland.

The April 25, 1966 shipment charged in Count II involves the introduction

into interstate commerce by Wyeth Laboratories, Inc., at Paoli, Pennsylvania,
on April 25, 1966, via Needham’s Motor Service, Inc., of 180 500-capsule bottles
of 10 mg. Serax capsules, for delivery to Wyeth Laboratories, Division of Amer-
ican Home Products Corporation; Secaucus, New Jersey.
—The violative shipments were made pursuant to Wyeth Finished Stock Trans-
fer Orders No. 51481 and 12226, as confirmed by signed statements made by the
respective branch managers-at the branches where the lots were received after
their shipment in interstate commerce. :

‘We have noted your request concerning copies of the advertisements which
appeared in the April 25, 1966 issue of the Journal of the American Medical
Association, the April 18, 1966 issue of Medical Economics. and in the March
1966 issue of the American Journal of Psychiatry. Because those advertise-
ments do not photocopy well, one set of the actual advertisements has been ob-
tained for your use and is hereby transmitted together with photocopies of the
advertisements.



COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY 13615

The United States Attorney will be supplied with a set of the actual adver-
tisements by the Philadelphia District of the Food and Drug Administration. We
should be happy to render any further assistance as may be possible. ;

Sinecerely yours, - : ’ ;
: William W. Goodrich, ‘

Assistant General Counsel,
Food and Drug Division. i

IN THE UNITED STATES: DISTRICT COUNT FOR THE EASTERN ‘DISTRIéT :
OF PENNSYLVANIA '

United States of America V. Wyeth Laboratories. Inc., a corporati-on,b Nd. 21
U,S.C. 331 and 333. ) !
Information

COUNT 1

The United States Attorney charges: :
That Wyeth Laboratories. Inc., a corporation, organized and existing under!

the laws of the State of New York, and trading and doing business at Philadel-:
phia and Paoli, Pennsylvania, the defendent herein, did, on or about July 21,
1965, within the Eastern Distri¢t of Pennsylvania, in violation of the Federal
Food, Prug, and Cosmetic Act, [21 U.S.C. 881(a)], unlawfully cause to be intro-
duced and delivered for introduction into interstate commerce at Paoli; Penn- |
sylvania, for delivery to Baltimore, Maryland, a number of bottles containing
a-‘drug, namely, Serax; : :

That displayed upon said bottles was certain labeling which consisted, among 1
other things, of the following printed and graphic matter : !

100 capsules )

SERAX (Oxaxepam) 15 mg.

Caution : Federal law prohibits dispensing without preseription.
Wyeth Laboratories Inc., Philadelphia, Pa. )

That said drug, when caused to be introduced and -delivered for introduction -
into interstate commerce as aforesaid, was misbranded within the meaning of
21 U.S.C. 352(a) in that said drug was a preseripition drug which was a new- |
drug subject to 21 U.S.0. 855 and said defendant, the manufacturer of said '
drug, failed to include in the advertisements caused to be issued by said defend-
ant with respect to said drug in the June 28, 1965 and July 5, 1965 issues of .the
Journal of the American Medical Association, a true statement of information
in brief summary relating to the side effects, contraindications and effectiveness
of said drug as required by regulations, 21 CFR 1.103(e) and (f), to wit, 1) !
the aforesaid advertisements did not present a brief summary which fairly |
showed the effectiveness of said drug in the conditions for which it was recom-
mended in the advertisements, together with a showing of all side effects and
contraindications of said drug that were pertinent with respect. to the uses
recommended and suggested in the advertisements, including the information
from the approved new drug application labeling for said drug concerning said:
side effects and contraindications, and (2) the aforesaid- advertisements lacked
fair balance in presenting with respect to said drug information on effectiveness
and information on side effects and contraindications. .

COUNT II

The United States Attorney further charges: )

That Wyeth Laboratories, Inc., a corporation organized and existing -under
the laws of the State of New York and trading and doing business at Philadel-
phia and Paoli, Pennsylvania, the defendant, herein, did, on or about April 23,
1966, within the Eastern District of Pennsylvania, in violation of the Federal
Tood, Drug, and Cosmetic Act, {21 U.S.C. 331(e)], unlawfully cause to be intro-
duced and delivered for introduction into interstate commerce at Paoli, Penn-
sylvania, for delivery to Secaucus, New Jersey, a number of bottles containing
a drug, namely, Serax; . )

That displayed upon said bottles was certain labeling which consisted, among
other things, of the following printed and graphie matter : .

500 capsules

SERAX (Oxaxepam) 10 mg.

Caution : Federal law prohibits dispensing without preseription.
Wyeth Laboratories Inc., Philadelphia, Pa.
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- That said drug, when caused to be introduced and . delivered for introduction
into interstate commerce as aforesaid was misbranded : within the meaning of
21 U.8.C. 353(n) in that said drug was a preseription drug which was a new

drug subject to 21 U.8.C. 355 and said defendant, the manufacturer of said
drug, failed to include in the advertisements caused to be issued by said defend-
ant with respect to said drug in.the April 25, 1966, issue of the Journal of the
American Medical Association, in the March 1966 issue of the American Journal
of Psychiatry and in.the April 18, 1966 issue of Medical Economics a true state-
ment of information in brief summary relating to the effectiveness of said drug
a8 required by regulations, 21 CFR 1.105(e) and (f), to wit, (1) the aforesaid
advertisements did not present a brief summary which fairly showed the
effectiveness of said drug in the conditions for which it was recommended in
the advertisements, (2) the aforesaid ‘advertisements lacked fair "balance in
presenting information on the effectiveness of said drug, and (3) the aforesaid’
advertisements recommended and suggested said drug for uses which were not
set forth in the approved new drug application labeling for said drug.

UNITED STATES ATTORNEY FOR THE
EASTERN DISTRICT OF PENNSYLVANIA.

DEPARTMENT OF HEALTH, EDUCATION, AND ‘WELFARE,
: ' May 15,1967,
The Honorable: ATTORNEY GENERAL, :
Department of Justice,
Washington, D.C.

Attention Harold P. Shapiro, Chief, Administrative Regulaﬁoﬂs Section.
Re Wyeth Laboratories, Inc., FDC No. 52677, Federal Food, Drug, and Cosmetic
Act. Your ref : FMV :JWK :mfs, 21-62-326, 22A-48-20. :

DEAR MR. ATTORNEY GENERAL: This is in reply to your letter of February 15,
1967, advising of your tentative conclusion that no violation of 21 ‘U.8.C.
852(n) (3) can be proved against the above named company.

. We believe that a violation of that provision has occurred, since the “message”

portion of the advertisements contain false and misleading statements of effec-
tiveness of the' drug and those misstatements cannot be. corrected by a “true
statement” of such properties elsewhere in the advertisement under the heading
“preseribing information”. This conclusion is supported by the language of the
section and-by the legislative history of 21 U.S.C. 352(n). We think both show
that an advertisement cannot meet the-“true statement” requirement when it
is -inconsistent within itself and when it fails to achieve truth in its central
theme.

The legislative history shows that Congress intended 21 U.8.C. 352(n) to deal
completely with the problems of false and misleading advertising. The require-
ment that the advertisement include “a true statement of . . . such other in-
formation in brief summary relating to side effects, contraindications, and effec-
tiveness-as shall be required in regulations which shall be issued by the Secre-
tary” was meant to give the Secretary authority to promote truthful informa-
tion in. the entire advertisement. )

In sponsoring the amendment which restored the section on prescription drug
advertising to the Senate bill, Senator Kefauver pointed out that ‘“eminent
medical authorities testified that much of drug advertising is misleading and
some is false. They further emphasized that when a doctor is misled, his pa-
tient’s health is endangered.” Senate Report No. 1744, 87th Cong., 2nd Sess., p.
39 (1962) [Emphasis added]. Representative Dingell quoted a study by the
American Medical Association, during ‘debate on this measure, stating “the
most heinous and despieable practice that doctors found was this—‘a company
knowingly misleading a doctor through bad advertising’ . 103 Cong. Rec. 21086
(September 27, 1962).

This provision was intended to provide for “truth in drug advertising”, ac-
cording to Representative Celler, who likened the desired effect of this amend-
ment to the restrictive regulation of information on securities, stating:

“Our securities laws provide that stock may not be sold to the public against
false or misleading information. I fail to see why we should not be equally
stringent in the sale of lifesaving—but potentially dangerous—drugs.
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“While I am well aware of the many medical miracles wrought by our modern
wonder drugs, and while the drug companies have many splendid accomplish-
ments of which they may justly be proud, I am not convinced that false or mis-
leading drug advertising is the price we must pay for pharmaceutical progress.”
108 Cong. Rec. p. 21086 (September 27, 1962). '

Representative Multer referred to the function of the regulations: .

“The Secretary’s regulations necessarily would be limited to a fair summari-
zation of side effects, contraindications, as well as effectiveness so that a bail-
~anced story appropriate to an advertising page could be presented. !
* * * * * * 23

“There can be no justification for half truths either in an advertising piece ¢r
in labeling copy. We are dealing with drugs that are lifesaving and which are
used in serious, debilitating diseases. Fairness alone requires that the message
to physicians be a balanced one giving both the good and the bad of the drug,
within the limits of advertising copy, and that the patient’s interest not be
obscured by a glowing picture of the effectiveness of the drug with no mention
at all of its possible side effects and contraindications.” 108 Cong. Rec. 21091
(September 27, 1962). : i

These statements illustrate the Congressional concern that the advertisement
not mislead the physicians in any way. Certainly, the most obvious way in which
advertisements mislead is by omission .of side effects.and contraindications, and
Congress, naturally, focussed a great deal of attention on these facets. How-
ever, the frequent use of the term “misleading” and the context in which it
was used, clearly demonstrate that Congress was concerned with the truth of the
whole advertisement. . !

This concern is evident in a number of examples of drug advertisements
which were presented on the House floor. Representative Blatnik described for
his colleagues “two examples of how ads can mislead”. 108 Cong. Rec. 21084
(September 27, 1962). The first was a 3-page advertisement for the drug
“Singoserp”. He pointed out that the headline for the ad states: “For the first
time, the drug that lowered this patient’s blood pressure without side effects.” |

Yet elsewhere the ad states that the drug “has infrequent side effects”. He
criticized, as well, the use of meaningless illustrations: !

“Obviously they had quite a bit of space because you notice at the.bottomj;
one-third of the lefthand page is a picture of a scale. Now that does not provide
any fundamental basic knowledge to a doctor because he knows what a weigh-|

ing scale looks like, but it is in the picture.”

The ad was printed in several medical journals, although the screening
comittee for the Journal of the American Medical Association rejected it. be-|

cause : They felt this advertisement, and I quote, “carries a misleading implica-
tion of a broad, too all-inclusive nature.”

That criticism goes far beyond the mere omission of a “brief summary” of‘i‘
side effects, contraindications, and effectiveness. It is directed to the misleading |

nature of whole advertisement, and, we submit, reflects the opinion of Repre-

sentative Blatnik, the sponsor of the floor amendment that was adopted, as to :
the abuses which the prescription drug advertising provisions were intended to

correct.

The second example was an ad for the drug “Tao”. Agdin, Representative i
Blatnik criticized the waste of space devoted to a picture of a slide rule:

Would you not think they would have used that space to tell what ‘the bad

effects, the side effects might be? In short, to tell the whole story. They do not

need a slide rule to illustrate what the drug does.

He then points out the misleading nature of the ad: Listen to what it says: |

On the first page it is implied that Tao is a superior antibiotic. And on the
other page it says:

Tao encompasses even strains of common pathogens (notably strapl'iylo- j

cocci) [sic] resistent to penicillin and erythromyecin.

They say it is superior to penicillin. What does the American Medical Associa-

tion say about it? They said that this was “altogether. too strong and mislead-
ing” a statement. This is a quote about this particular advertisement. This
particular advertisement claimed that the drug has a greater range of efficacy
than penicillin. The American Medical Association committee reported to the
advertising agency that this claim “seems completely false since clinically it is
quite inferior to penicillin in the treatment of most infections.”

* * * * . * * *
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The American Medical Association rejected this as being completely false
and misleading, yet 6 months later the same ad appeared in four widely used
medical journals * * *

Here again, the criticism is directed to the false and misleading nature of the
advertisement as a whole. The statements in the “message” portion of the ad-
vertisement were false and misleading. The eddition of a “ture statement” in a
“brief summary” of side effects or contraindications or effectiveness might
afford the physician other information on which to judge the drug, but could
not itself correct the misleading effect of the advertisement. Certainly, the ad-
vertisement would be misleading if it asserts that “Tao” is soperior to penicillin
in the “message” portion even if the “brief summary” said that it was not.
The total effect would be something less that a “true statement’ of effectiveness
of the drug." :

Similarly, Representative Dingell described an advertisement for the drug
“Medrol”, as follows :

“I was surprised to find in my study of material involving one medical prac-
titioner that an ad appeared in one of the standard publications on the subject
showing the photographs of a patient who allegedly suffered from colitis. I was
further surprised to find in my additional study that this so-called reputable
manufacturer who was advertising had actually gone so far as to use X-ray
photos of persons who had not received ‘the drug.These two different photo-
graphs of two different patients appeared in the ad with statements in the ad-
vertisement purporting to indicate that it was the same patient on a before
and after treatment basis, before and after he had received the drug Medrol.”

“This i8 the kind of advertisement that the amendment to the drug adver-
tisement section trics to correct, to assure that the doctor shall receive to the
Jullest extent possible the fairest and most complete statement of side effects,
contraindications, and efficacy of the drug in simple forin.” 108 Cong. Rec. 21064
(Sept. 27, 1962). [Emphasis added] )

The false illustrations in that advertisement occurred in the “message” por-
tion, and would not be affected by a true statement of side effects, contraindi-
cations, or effectiveness, “in brief summary”, or otherwise. From' this example,
the conclusion is inescapable that Representative Dingell believed that section
502 (n) was intended to eliminate false and misleading statements throughout
the advertisement. i

“The drug advertising examples given in debate demonstrate that Congress
intended to promote truthful drug advertising in all aspects. The concept of "
truth in drug advertising would be meaningless if it were interpreted to apply
to only a portion of an advertisement. Such an interpretation would illogically
limit the meaning of the phrase “true statement” and would do violence to the
understanding of the provision by Congress. Rather than preventing half-truths,
the provision would enable advertisements to mislead, as has occurred in the
instant case, by permitting truth to be mixed with fiction.

Certainly, Congress did not want this amendment to promote confusion to
physicians. To limit regulation of the advertisement to examination of a portion
of it—whether labeled “brief summary” or otherwise—could only have that
result. Only if the entire advertisement be subject to the requirement of “a
true statement” can 502(n) have the enforcement effect sought by Congress.

This very issue was taken up in the 1963 hearing to establish regulations on
prescription drug advertising. The Commissioner stated and the Pharmaceutical
Industry agreed that the “true statement” concept applied to the whole ad
message. On October 1, 1963, Mr. Larrick wrote to Mr. Gesell, counsel for the
industry, as follows: .

1. Fair Balance and Prominence. It seems clear to us from the legislative his-
tory of section 502(n) that Congress intended this new section to deal com-
pletely, and not partially, with the problems of false and misleading advertising
which had been called to its attention. The legislative history clearly shows
that Congress intended the administering agency to have jurisdiction over the
entire advertisement and that the phrase “brief summary” was introduced
only to authorize use of a stripped-down statement of the drug’s effectiveness,
side effects, and contraindications when the sponsor wished to limit the size of
his ad. :

Our regulations are not intended to prohibit use of graphic presentatiops,
headlines, or similar advertising techniques. Our basic purpose is to provide
assurance that the advertisement will fairly present the message to the physi-
cian of what the drug will do, what its limitations are, and what side effects
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and contraindications may . attend its use. Somewhat different size type may
be used in- presenting information with - respect to side effects, contraindici-
tions, and warnings than that used in the eye-catching headlines. But the regu-
lations would not permit the concealment, subordination, or deemphasis of this
essential side effect and contraindication information to minimize its disclosure
as-a part of the total message.the advertisement conveys. With this background,
we will answer the first four questions.

This was placed in the record and was taken to be the understanding of the
provision and regulations by all partles

Moreover, this interpretation is consistent with other regulation in this ﬁeld.
The terms “false” and “misleading” have been uniformly interpreted to apply
to an entire piece of labeling or advertising. Labeling is false and misleading if
it- contains ambiguities, exaggerations, half-truths,: and over-emphasis in any
respect. United States v. 95 Barrels * * * Vinegar, 265 U.S. 438, 442-443 (1924) ;
V. B. Irons, Inc. v. United States, 224 F.2d 34 (C.A. 1, 1957), cert den. 354 US
928 ; United States V. 46 Oartons * ok x Pairfae ngarettes, 113 F. Supp. 336,
(D.N J., 1958). Nor do disclaimers in the piece cure false and misleading state-‘
ments. V E. Irons, Inc. v. United States, supre ; Research Laboratories v. Uniled.
States, 167 F.2d 410 (C.A. 9, 1948), cert. den. 334 U.S. 843.

The very same considerations apply to advertisements. See Rhodes Pharmacal‘

Co., Inc. v. Federal Trade Commission, 208 F.2d 382, 887 (C.A. 7, 1953) and!
Murmy Space Shoe Corporation v. Fedeml Trade Commission, 304 ¥.2d 270,
272 (C.A. 2, 1962) where the Court cites the Food and Drug case United States .
v. 95 Barrels of Vinegar, suprae, for the proposition that the advertisement as a .

whole must be examined, and that if the advertisement contains statements |

capable of both a misleadmg and a truthful interpretation, the advertisement
is misleading. P. Lorillard, Inc. v. Federal Trade Commission, 166 F.2d 44 (C.A.

4, 1950) ; Beckenstette v. Federal Trade Commission, 134 F.2d 369, 371 (C.A.. 10,
1943) The entire context is examined to determine whether or not the overall i
impression is misleading and deceptive to the audience. Federal Trade Commis-

sion v. Standard Education Society, 303 U.S. 112 (19387) ; P. Lorillard, Inc. v.

Federal Trade Commission, supra. Even though words and sentences of an ‘
advertisement may be literally and tecnically true, when they are framed in a
setting which may mislead or deceive, the advertisement is violative. Becken- '

stette v. Federal Trade Commission, supra.

We enclose a redrafted information for your congideration which charges
that the advertisements in their entirety do not include true statements as to
effectiveness, side effects, and contraindications. We believe that this informa-
tion is sufficient to withstand a motion for a directed verdict.

Very truly yours,
WILLIAM W. GOODRICH,
Assistent General Counsel,
Food and Drug Division.
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Mr., Chairman:

| On behalf of the Committee for the Care of the Diabetic,
Dr; Robert Bradley as Chairman 'a[nd T as Counsel afe pleased to testify
today before this Committeé on a mattez; of extreme- importance to the
) medica;l and scientific community: the continuing controversy relating to
the UGDP study. |
The Committee on the Care of the Diabetic is a group of 180
physicians who represent leading diabetologists and it includes clinicians,
researchers and academicians thrc;ughout the United States. The group
was formed in November 1970 shortly after the UGDP resuits were
released. Its chairman, as Irmentioned, is Dr. Robert Bradley, who
is here with me today, and its coordinating. committee consists of Drs.
Henry Dolger, Peter Forsham, Holbrooke Seltzer, and John B: O'Sullivan.
For the last five years, the Committee on the Care of the .
Diabetic has been engaged in the continuing and often bitter controversy
which has surrbunded the University Group Diabetes Program (UGDP).
This controversy has involvéd the Congress, the Courts, the National
Tristitutes of Health, the Food and Drug Administration, the manufacturers,

and scientists, physicians and patients throughout the United States and,

indeed, throughout the world.
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At 1§he onset, we wiéh to state, for the record, the position of
the Committee on the Care of the Diabetic with regard to the UGDP study.
First it is important to stress what we are not seekking to bring about.
We aré not asking‘that the FDA ignore fhe UGDP findings completely
or that these findings hot be reflected in the lé,beli.ng accompanying thesev
drugs. In fact we find it difficult to. understand why, some 19 months
after this matter was decided by the Court 6f Appeals for the First ’
Circuit, the FDA has not acted définitively to bring about new labeling.
We are seeking new labeling to insure that fchis study and other:-
relevant étud%s will be made known to physiciang and their patients.
However, such labeling‘rnust indicate the fact that there is great controversy
surrounding this subject and that a rﬁaterial w»evi_ght of scienti.ﬁc and niedicél
opinion dées not accept the results-of ‘the UGD,Pgtudy'.} Tn short, what we are
seeking is fair balance in the go;r‘ernmenltal handling of this matter. "1 realize
that nearly eight million dollars is a great deal of money andten years is a
very long time, and cfiticism of sucﬁ an effort i:s- neithér to be given nor
taken lightly; nevertheless, costly mistakeé inb_research, as in all human
endeavors, have been made before, é.nd will be made »again,"and criticism
and controversy will not dibsakppear‘mer;ely because those kwho seek t§ justify
this study pretend that it eit her does not exist of is of no account. 7

We have set out in this testimony some of the fundamental prob-

lems confronting-analysis of the UGDP as. a study and the Biometric

Society's report on that study.
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L The need for science to be free from governmental in-

tervention where there exists valid scientific controversy.

The power of government is awesome. It must be
wielded with dis‘cretion,as well as tact, with equity as well
as understanding. Partisanship by governmgnt throws what
can be overwhelming weight into the balances of scientific ex-
change. Such partisanship fosters positions which are both
,dangeroué anci incomprehensible..

:\éfter repeatedly seeking the raw UGDP data since

1971, our Committee most recently received a letter from
Dr. Whedon of the National Institutes of Health, dated January
27th, stating: "To my kno\y.ledge, no one in the Department
of Health, Education a;nd Welfare has ever had any of the raw
data of the UGDP study." Ip effect, thi‘s data is not availal\ale
to the experts of our Committee,

Despite our inability to obtain UGDP raw data,, we did ‘
obtain the Biometric Society report this past Tuesday which
states:

wDr. C. Klimt, the Director of the Coordinating Center,

and his staff provided extensive tabulations and original data

of the UGDP trial."
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The Committee on the Care of thg Diabetic has re-
peatedly protested the partisanship of government agencies
in this controversy., The release to the press of the UGDP
study before its scientific presentation triggered a storm of
controversy. Our criticism of multiple flagrant defects in
the UGDP study was and still is, apparently, considered a:::
challenge to the National Institutes of Health which expended
over $7. 7 million for a study which neither tested oral hypo-
glycemic the;-apy as it is practiced nor provided any insights
into insu.linvfthe’rapy.

. For'years patieﬂté were carried in a study monit\bréd‘
by NIH personnel--a study which has i)ecome the éiibj‘éét of
severe criticism by many of the leading diabetologists in the
United States.

. Otler agencies in HEW, such as the FDA, have enter-
ed the scene and, despite the clear existence of valid scientific
controvérsy, the government has to ‘this day sought to impose
its will by excluding from oral hypoglycemic package inserts
the very '"fair balance' required by its own regulations. When
challenged in the courts, it seeks by regulatory means to ex-

empt itself from the preexisting requirement of fairness.
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. In a manner not clear to us, a principle investigator
of the UGDP was engaged by the FDA an d appears from doc-
uments available to us to have participated in the preparation:
of FDA material relating to the legal aspects of this contro-
versy.

e  When challenges to tlze validity of the study could not
be silenced, the NIH arranged for Dr. Thomas C. Chalmers
to have the Biometric Society undertake an analysis primarily
of the statistical aspects of the study, despite the fact that
many if not most of the central criticism was clinical in na-
ture.  The same Dr. Chalmers now appears as the author of
an editorial‘in the J. A. M. A, in which he modést.ly omits his |
personal role as a government official in arranging for the
Biometric Society séudy as he proceeds to hail its findings,
to support it with selections of references relating to experi-

mental and human studies, while omitting all controverting

reports in the literature,

1 do not know what this is called in science. In politics
it has been called a "cover-up'. There is need for further in-
quiry into the whole area of the treatment of diabetes and also
the role of government agencies and individuai‘s in the UGDP

affair.
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The government has continually been a party at
interest in the UGDP éontroversy. Government officials
should have been sensitive to American judicial and sci-
entific processes and should have deiegated both the selec-
tion of the review body and its mandate to an uninvolved,
nonpartisan group. Instead, its actions, in effect, were
equivalent to‘ being judge, jury and prosecutor, pﬁb,licist

and apologist.
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1. The rights of patients tp be fully, freely and properly

informed

Diabetes is strongly affected by emotional factors,
Confidence in the physician-patient relationship is es’sentiil
for optimal maqagefnent of diabetes.

As has happened so often in the past with the UGDP
study, patients have been exposed to frightening headlines
and unsubstantiated charges before the actual report‘has either
appeared in the scientific press or been presented to.a jury
of its peers. This‘ week, newspape’rs, TV and radio were
flooded with statements unsupported by data before even the
experts and diabetologists of our Committee could obtain any
relevant .information. It does not serve the interests of pa-
tients nor of the physician-patient ielationship, nor of science
itself to repeatedly confrgnt such situations in which there is ’
neither time for suitable study and deliheratiot; nor for cor-
rective action on the part of the medical profession;

This week, the worried dia\betic who ‘consults his physi-
cian can ‘get little comfort from his doctor who has no data on
which he can base an informed opinion on the Biometric Report.
Both Dr. Chalmezrs editorial and the Biometric Report will not

appear in J. A, M. A, ‘until February. How is the diabetologist.

56-592 O - 75 - pt, 28 ~ 25
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or the practicing physician to know upon what Dr, ‘Chalmers
(in editorial and press release) has based his estimate of
10, 000 to 15,000 deaths; how can they determine, as we
have, i:hevfact that some of the very references Dr.  Chal-
mer; puts forth in support of the validity of the UGDP study
are in reality in contravention of the UGDP findings? Trial
of medical treatment by headline and press release is as bad
for science as it is for law, and results, medically, in dis-

ruption of patient treatment as it raises unsupported doubts,
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IIL Observations on the Biometric Report and the

Chalmers Editorial ; !

At the cutset, it should be noted that the authors of
the Biometric report do not claim fo‘ be qu;lified to appraise
the clinical aspects of the UGDP study. The Biometric re-
port states: ''The choice of specific selections criteria
adopted by the UGDP was a responsibility that was hared
with medical experts ahd is not a topic on which this com- -
mittee as a whole claims primary competence. ' This dis-
avowal of clinical competence was well taken, as will be
seen below.

The Biometric report recognizes that ''the result
4f [the UGDP] decision to terminate the study [is 4:0] leave
us with some residual unce;téinty as to the meaning of the
findingsy. "

The report further states, "We discox}ered a puzzl-
ing anomaly concerning the distribution of the two sexes in
the four treatment groups within clinics... The discrepancy
in Seattle alone would represent an unusual e‘vent‘ in random
allocation... A more important point is whether these find-

ings provide evidence of a breakdown of the randomization
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procedure--a contingency which might have grave impli-

cations for th;e credibility of the whole study... We were

not able to find an assignable cause for the surprising allo-

cation of the sexes to treatments but have no reason to think

the study has been compromised by a breakdown of the ran-
. domization to the treatment groups.' ® |

The Biometric Society could have considered other
evjden ce of a possible breakdown of the randomizaytion pro-
cedure if they examined the two-fold and even more than
three-fold difference in'total time at risk as between mavle‘
and female patients, differ;nces in bomplianéé, iutopsy .
rates, etc. Among the defects in the UGDP study, the Bio»
metric report states, "The omission of a history of smoking

‘ \;las a blunder.'" This is praising with a faint damn as there
were other blunder‘mé omissions such as the failuré‘ to iden-
tify patients 0;1 thiazides, as well as the failure to i&entify
those patients with faimily histories of heart diséase.

The Biometric Society miidly observed that the UGDP
report '"'made use of some relevantly unfamiliar and explora-
tory techniques'. These very techniques have, fc;r several
years, caused critics to raise the question of statistical man-
ipulation of data,

* ‘It is interesting to note that the calculation of age at death of the data presented
by the UGDP shows that all tolbutamide patients, males and females, had a mean

age of 65.2 and all placebo patients 61.5 and the difference at death between
placebo females and tolbutamide females was six years, 59.8 for placebo and

65, 8 for tolbutamide group.
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The Biometric Society report notes’ that '""On the
question of cardiovascular raortality aue to tolbutamide
and phenformin we consider that the UGDP trial has raised
suspicions which ca;:not be dismissed on the basis of other
;vidence presently available." ‘I-.Iowever.v we believe the )
Biometric report‘incorrectly minimizes some of (;he evi-
dence which i'; anaiyzes; as in the case of the Paasikivi study
which is inconsistent with their thesis of the toxicity of tol-
butamide. They omit a recent rgport_of a prospective study
which has become a landmark in the field of epidemiology,
tbat of the Framingham group. We have inclu&ed a copy of
this report, published in the American Journal of Cardiology,
as an appendix to our testimony.

The Biometric group then focuses upon a critical issue:.

"There remains the question of generalization of these

findings. As has been frequently pointed out, the conditions

of drug use in this study were, to some extent, abnormal.

Tolbutamide dosage is varied in practice and the patient un-

able to obtain inadequate control on tolbutamide could be

shifted to insulin."
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In the conclusions of the UGDP group there is a brief
warning againsi extrapolation of UGDP findings to other dos-
ages and othei‘ types of patients. '

One could never judge from the press releases, the
news stories, the public actiéns of government officials that

both reports related to a hypothetical test situation and not to

the actual practice of oral hypoglycemic t-rea}:ment. Under

certain circumstances, the Biométric reboft finds that
""There remains the question whether tolbutamide, aithough
ineffective in a fixed dose regimen, might be an effective
therapy as ordinarily used.' I an; sorry that I cannot supply
the pége citation but will do so when it is publis heyd next month.
In their analysis, the' Biometric Report gpparené.ly ac- .
cepts the study of Keen et al as statisticﬂly valid and atten-
tion is drawn to the t'ac;t that those authors concluded "a sig-
nificant degree of primary protection against cardiovascular
events ¢an be conferred by tolbutamide in moderately and
mildly hyperglycemic people."
In concluding their analysis of the Paa.si.kivi study
they state, '""This study neithef confirms nor contradicts the

UGDP findings as the population under consideration was not
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oﬁe of maturity onset diabetes, and the patients taking tol-
butamide had been exposed to a relatively small dose for a
shorter time than applied in the UGDP study.' H owever,
‘the report here is internally inconsistent for the Biometric
group elsewhere holds that "The concern about possible fol-
butamide toxicity would not really be lessened if it could be !
shown that the study group contained some nondiabetics. A
drug found itoxic in such subjects would not likelf be counted
safe for well documented diabetics either."

If the authors of the Biometric Report are suggesting
that cardiotoxicity per se is a central issue, then it becomes
difficult to comprehend their failure to accept the Paasikivi
report which in any consideration of toxicity qua toxicity ié
most pertinent. This study was carried out on 178 survivors
from a first myocardial infarction. The sensitivity of a dam-
aged heart to cardiotoxic substances is ret"lected in the nar-
rowing margin between effective and toxic dose of the cardio-
glycosides when used in such situations. It would be remark-
able that a cardiotoxic agent given in the period of greatest
danger.”during the f{rst 12 months [after myocardjal infarc-
tion] would show a significant difference in favor of tolbuta-
‘mide." Fifteen controls died and 6nly six tolbutamidé pa-

tients--2-1/2 times more controls than the treated patients.
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Then 19% of the control group died as compared with 14%
of the tolbutamid'e group with no significant difference in
survival after five years. Such a study would weigh heavily
against any conclusion that cardiotoxicity was involved in’
the UGDP tolbutamide patients. I

>It is also disturbing to note that neither the Biometric
Report nor the Chalmers editorial saw fit to call attention to
the récent report on the '""Role of Diabetes in Congestive Heart
Failure, The Framingham Study' (Am. Jrnl. Card-io.logy 34:
29-34, July 1974). The findinés are pertinent to any consid-
eration of gardibtoxic effects of oral hypoglycemics. May we
quote from the paper: ‘
"Ro.l; of Insulin:

Further examination of the group of patients with dia-

betes who had congestive heart failure revealed that more than

half were taking insulin. Treatment of diabetes was therefore

subjected to analysis revealing that the only subgroup of dia-

betic subjects that sustained a substantial and statistically

significant increased risk of congestive failure was the group

treated with insulin, This was demonstrated by a bivariate

regression analysis accounting for age (Table 9)."
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The table reveals that insulin increased the risk of
congestive failure over oral hypoglycemic agents and other
treatments in both men and women aged 45 to 74 years.

This finding, from this classic non-controversial prospec-
tlxe study of 18 years Whic!l reviewed 5,209 men and wo-
n:en, is in contradiction to the find‘ityags of the briefer UGDP
study reportinig on 823 patients, The Framingham study is,
however, consistent with the findings of Paasikivi study.

We find it exceedingly disfurbing that thé great
Framingham study, acknow.le;iéed asatrue landmark, was
neither referred to by Chalmers in the editorial or in the
Biometric Report. To the best of our knowledge it also has
been conspicuous by its absence from press releases,

Our cursory review of the UGDP study and other
sfudies such as the Framingham study points out that valid
scientific controversy exists with respect to any conclusions
to be drawn in this area at this time. There exists important
scientific studies challenging some of the fundamental assump-
tions and conclusions drawn from the UGDP study. In the light
not only of the UGDP findings but of the controverting studies

.there is need for new, . truly unbiased and well controlled objec- -
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tive prospective studies, Action by this Committee can
make a significant contribution to the future of American
medicine and science by recommending that U.S. govern-
mental agencies divorce themselves from partisan partici-
vpation in the presence of scientificicontroversy and t‘hat
government follow a doctrine of equal opportunity for re-
search and studies by qualified individuals holding different

views,
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pmerican Journal of Cardiology 3b: 29-3k. (July 197k).

Role of Diabetes in Congestive Heart Failure:
The Framingham Study

P

WILLIAM 8. ‘KANNEL, MD, FACC The incidence of congestive hearl failure was determined in relé_lion to

MARTHANA HJORTLAND, PhD* - prior diabetic status in 5,209 men and women aged 30 to 62 years fol-
WILLIAM P. CASTELLl, MD lowed up for 18 years in the Framingham study. Men. aged 45 to 74

years had more than twice the frequency of congestive failure as their
nondiabetic cohorls, and diabetic women had a fivefold incréaée‘;d risk.
This excessive risk appears to be caused by factors other than accel-
eraled atherogenesis and coronary heart disease; Even when patients
with prior coronary or rheumatic heart disease were ‘excluded, the dia-
betic subjects had a four- to fivefold increased risk of congestive heart

" failure. In women (but nol men) with prior coronary disease, diabetes
also imposed a threefold increased risk of congestive failure, Fuither-
more, the increased risk of heart failure in the diabetic patients persist-
ed after taking into account age, blood pressure, weight and choléster-
ol values as well as coronary heart disease. Women with diabetes.ap-
peared lo be especially vulnerable and, irrespective of coronary dis-
ease status, had twice the frequency of congestive heart failure as
men. The excessive risk of hear! failure among diabetic subjects was
confined to those treated with.insulin. The data suggesi that diabefes is
another discrete cause of congestive heart failure and that some form
of cardiomyopathy s associated with diabetes, as a result of either
small vessel disease or metabolic disorders. ;

Framingham, Massachusetls
Bethesda, Maryland

Congestive heart failure is a common end stage of heart diseasedue
to a variety of causes. The incidence is far from trivial. The annual
rate is 2.3/1,000 men and 1.4/1,000'women aged 30 years and over.!
Despite the availability of potent glycosides and diuretic agents, don-
gestive heart failure continues to be a lethal process, and half of the
patients die within 5 years of onset.! Previous study' revealed that
hypertension and coronary heart disease were the dominant caus}.es,
but 14 percent of men-and 26 percent of women with congestive fail-

-.ure also had diabetes, an apparént excess. The purpose of this repbrt
is to explore the role of diabetes in the development of congestive
heart failure and to assess its contribution taking into account the
presence of coronary heart disease and atherogenic factors suchias
hypertension, high serum cholesterol levels, overweight and increased
age. :

Methods ' .

The Framingham study was initiated in 1949 to explore the epidemiology
of cardiovascular disease in a general population sample of 5,209 men and
women aged 30 to 62 years. These subjects have been followed up for the de-

. . o velopment of cardiovascilar disease including congestivé heart failure, At
F'°";'C§ F’:’"'“P":’“ Hea"‘ Disease 5p’:'e"?’°" every biennial examination each participant-has had, in ‘addition to @ history
ogy Study, Framingham, Mass., and the Nation- and physical evaluation, a'13 lead electrocardiogram, a chest X-ray film, tesis

I Hearl and Lung Institute,” National Institutes 5 . . ! . !
ﬁ, Heath, Be(huesgda. A;dA Ma"usc"im a’;i;pl:d of vital capacity, urinalysis, measurements of blood sugar,.uric acid and cho-

February 27, 1974, lesterol levels and detenainations of Framingham relative body weight. {
Address for reprints: William 8. Kannel, MD, De':ailefi descriptions of the sampling procedure, response rate, methods af
Framingham Heart Disease Epidemiology Study, examination and laboratory procedures and the criteria for the outcome of

123 Lincoln St., Framingham, Mass. 01701, disease have been reported previously.?

July 1974 The American Journal of CARDIOLOGY  Volume 38 26
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TABLE)
Criteria for Congestive Heart Failure*

Major criteria
Paroxysmal r
Neck vein distension
Rales
Cardiomegaly
Acute pulmonary edema
S, gallop
Jncreased venous pressure 216 cm H,0
Circulation time 225 sécond
Hepatojugular reflux

Minor criteria
Ankle edema
Night cough
Dyspnea.on exestion
Hepatomegaly
Pleural effusion
Vital capacity decreased 1/3 from maximum
Tachycardia-{rate 2120/min) .

Major or minor. critetion,,

Weight foss 4.5 kg in 5 days in‘response to treatment

dyspnea or orthop

rently as indicated in Table 1. Mirior criteria that could be
attributed to some other medical condition were rejected.
Only about half the persons.diagnosed as having congestive
heart failure at the time of the clinical examination on the
basis.of the examination of intérim hospital or physician’s
office information were included in this study. .

Persons who had congestive failure at the time of the ini-
tial examination were excluded, leaving a population. of
5,192 men and women aged 30 to 62 years at risk. Follow-

" up study during the ensuing 18 years was reasonably com-

plete, with 80 percent of subjects receiving every possible
biennial examination. The remaining 20 percent were seen
at less frequent intervals, and admissions to the only gener-
al hospital in town were monitored daily, Only 2 percent of
the sample were completely lost to follow-up study.

Glucose intolerance was assessed from casual blood sugar
determinations, urinary sugar values, or a history of clinical
“diabetes.” Blood sugar levels were determined by the
Somogy-Nelson method. A diagnosis of diabetes was made
in subjects who (1) had an abnormal glucose tolerance test
during hospitalization or their physician's laboratory eval-
uation, (2) were taking insulin or oral hypoglycemic agents,
or (3) had casual blood sugar values > 160 mg/100 ml.

I Techniq

Saticti

* Patients were considered to have congestivé heart tailure
if two major or one major and two minor criteria were present
concurrently.

TABLE 1

Annual Incidence of Congésﬁve Heart Failure by Age, Sex and '

Presence of Prior Coronary or Rheumatic Heart Disease:
18 Year Follow-Up Study

Total Population

e Subjects with Prior CHD or RHD
Person New - dence = Person New
Yearsat  CHF per Years at CHF  Incidence
Age (yr) Risk Events 10,000 Risk Events per 10,000

‘Men

45-54 14,100 % 20 1,074 17 158
55-64 10,414 43 41 1,564 28, 179

65-74 3,700 26 70 762 14 184
Wornen

45-54 17,598 1 & ‘ 678 § N

55-64 . 13,688 41 30 1,202 24 200

65-74 6,232 34 65 766 20 261

CHD = coronary heart disease; CHF = congestive heart
failure;” RHD = rheumatic heart disease.

Criteria

At cach biennial examination a diagnosis of congestive
heart failure was entertained on clinical grounds and the
opinion of a second examiner obtained. All-suspected cases
thus uncovered from biennial clinic examinations or from
interim information” ¢btained from hospital records and
physician’s office reports were reviewed by a panel of inves-
tigators using uniform criteria, The diagnosis of congestive
heart failure.was accepted only ins persons with at least two
major or one major and two minor criteria present concur-

30 July 1974 The American Journal of CARDIOLOGY " Volume 34

Incidence rates for congestive failure were ascertained
according to diabetic status, age, sex and coronary (or rheu-
matic) heart disease status. Subjects were reclassified by
age at .each examination; a case was defined as a subject
free of congestive heart failure at a given examination but
having failure at the time of the next biennial examination,
The method of Mantel-Haenzel? was used to construct
summary chi squares to assess differences in the frequency
of congestive heart failure in diabetic and. nondiabetic
subjects and to estimate the risk of heart failure in the
presence of ‘diabetes. To.assess the_ joint and net effect of
diabetes taking into account other related atherogenic vari-
ables, multivariate coefficients were computed and com-
pared with bivariate coefficients taking only age into ac-
count. Analysis was confined to subjects aged. 45 to 74 years
since too few cases occurred before age 45 for meaningful
analysis. The bivariate function to assess the regression of
incidence of congestive heart failure on diabetic status and
age was estimated by the method of Walker and Duncan.*
The multivariate function was estimated by the Walker
and Duncan maximal likelihood method using, in addition
to the variables of age and diabetic status, systolic blood
pressure, serum cholesterol and relative weight.

Results .

. Frequency of congestive heart failure: During
the 18 year follow-up period, congestive heart failure,
as defined by the specific criteria,. developed in 97
meén and 86 women aged 45 to 74 years. The inci-
dence of heart failure increased sharply with age. As
expected, the incidence was considerably greater in
the subjects with prior coronary or rheumatic heart
disease. There was a male predominance at all ages
(Table II); but this predominance appeared to wane
with advancing age. Among subjects with prior coro-
nary or rheumatic heart disease, there was a male
predominance only under age 55 years. About half of
the subjects with a diagnosis of congestive heart fail-
ure had coronary disease; more than three-fourths
had hypertension. About 16 percent had antecedent
diabetes, an apparent excess over the expected rate.!
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Annual Incidence of Congestive Heart Failure According to Age, Sex ang Diabetic Status at Each Bicnnial E*amlnatiom i

18 Year Follow-Up Study

i

Age 45 o0 54 Years Age 55 1064 Years Age 65 to 74 Years
Incidence Incidence lnéidencz
Person Years New CHF CHF Person Years New CHF CHF - Person Years ~New CHF .. 'CHF
Diabetic Status . at Risk Cases per/10,000 at Risk - Cases per/10,000 at Risk , Cases perf10,000
: Men* . :
Nondiabetic 13,69 26 19 9,864 40 41 3,428 20 58
Diabetic 404 2 50 550 3 55 272 6 221
Total 14,100 28 20 10,414 43 41 3,700 26 70
Women*
Nondiabetic 17,268 8 5 13,156 % 2 4,904 % 5
Diabetic 330 3 91 632 5 94 328 9 2
Totat 17,598 n 6 13,688 41 30 5,232 3 55

* Men: For all ages combined difference in incidence is statistically significant at (P <0.05). (chi square 6.50); rélative risk ‘2.4. Women:

For all ages combined difference in incidence is statistically sign
Haenzel.

Diabetes and congestive heart failure: During
the 18 year study, diabetes was present or developed
in 141 men and 151 womeén, allowing 1,226 person
years of ‘follow-up experience for :men, 1,190 for
women. Almost 40 percént of those labeled “diabet-
ic” were treated with insulin. In most of these pa-
tients, diabetes was. already evident at entry into the
study. Another 40 percent were treated with oral hy-
poglycemic: agents.and about 20 percent were fol-
lowing-a diet only or were receiving ne treatment. Ex-
amination of the incidence of congestive heart failure
according to diabetic status at each biennial exami-
natjon” revealed a. distinct excess risk in.diabetic
subjects of both sexes and at all ages (Table I11). The
small.numbers do not allow accurate age-specific es-
timates of risk, but for all ages combined, men had a
2.4-fold increased risk and women a 5-fold increased
risk (Table IV).

Role of factors leading to atherogenesis and
coronary heart disease: Diabetic subjects are gen-
erally believed to have higher than average blood
pressures, lipid values and relative weights and to
manifest coronary heart disease at an accelerated
rate. The excess frequency of congestive heart failure
in diabetic subjects could derive from these abnor-
malities, particularly the hypertension® and coronary
heart disease. However, an examination of the preva-
lence of antecedent coronary or rheumatic heart. dis-

_ease in all subjects with congestive heart fajlure re-.

vealed. the same proportion 6f subjects with prior
heart disease in the diabetic and nondiabetic groups
(Table V). This finding suggests that the increased
risk of congestive heart failure in the subjects with
diabetes has another cause than accelerated athero-
genesis and coronary heart disease although age and

severity of coronary disease are not taken into ac-

ificant (P <0.01) (chi square 42.54); rélative risk 5.3, Method -of Mantel- .
TABLE tV : :
Risk of Congestive Heart Failure According to Sex and Diabetic
Status at Each Biennial Examination: 18 Year Follow-Up %tudy

Incidence
Crude Age-
_ Person Years Annual Adjusted* Relafive
Diabetic Status At Risk per 10,000~ per 10,000 Risk
Men 'Aged 45 to 74 years
Nondiabetic ~ 26,988 -~ 3187 2, 363'
Diabetic 1,226 89.72 765.98 : {
-Women Aged 45 to 74 years ’ ;
Nondiabetic . 35,322 19.53 1995
Diabetic 1,190 142,85 101.60 T

* Indirect method,
+ Significantat P <0.05 (chi square = 6.50).
§ Significant at P <0.01 (chi square =12.53).

TABLEY

Prevalence of Antecedent Coronaty (or Rheumatic) Heart
Disease (CHD) Amony Patients Aged 45 to 74 Years with
Congestive Heart Failure-(Diabetic-vs. Nondiabetic
Subjects): 18 Year Follow-Up Study

Nondiabetic Subjects

Diabel}ic,Snbjecls
With CHD ~ Without CHD.  With CHD _ Without CHD:
Men * 5 6 54 £
Women 10 7 39 30
Total 15 13 93 62

;luly 1974 The Amerlcan Journal.of CARDIOLOGY  Volume 34 3; ;
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TABLE VI .
Annua\ Incidence of Congestive Heart Failure (CHF) According
to Sex and Diabetic Status at Each Biennial Examination
Excluding Subjects with Coronary (or Rheumatic) Heart
Disease Before the Development of Failure: 18 Year

.- Follow-Up Study

Annual Incidence

Person - New " Age-
) Years At CHF Crude  Adjusted*  Relative
Diabetic Status Risk Cases per 10,000 "per 10,000  Risk

Men aged 45 to 74 Years

Nondiabetic 23,844 32 13.42 13.53 3.79%
Diabetic 970 6 61.86 51.41 *
Total 24,814 38
Women Aged 45 to 74 Years
Nondiabetic - 32,892 30 9.12 9.23, 5.48
Diabetic 980 7 7183 50.54 -48%
Totat 33,872 37

* Indirect method.
t Significant at P <0.01 level (chi square = 8.15 and 17.27 for
men and women, respectively).

TABLE Vil

Annual Incidence of Congestive Heart Failure (CHF) According
{0 Sex and Diabetic Status at Each Biennial Examination in
Subjects with Coronary (or Rheumatic) Heart Disease Before
the Development of Failure: 18 Year Follow-Up Study

Incidence

Person . New - Age-
Years CHF . Crude per - Adjusted®  Relative

Diabetic Status ~ AtRisk. _Cases 10,000  per 10,000 Risk

Men Aged 45 to 74 Years

Nondiabetic 3,144 54 171.76 172.07 IR
Diabetic " 256 5 195.31 190.99 "
Total 3,390 - 59
Women Aged 45 t0 74 Years
Nondiabetic 2,436 39 160.10 147.39 3.16¢
Diabetic 210 10 476.19 465.17 )
Total 2,646 43 vee

* Indirectmethod.
1 Significant at P < 0.01 levef (chi square =8.51).

count in this tabulation. This hypothesis is confirmed -

by the finding that even when patients with prior
coronary or rheumatic heart disease were excluded,
patients with diabetes still had a four- to fivefold in-
creased risk of congestive heart failure {Table VI).
Also, among persons with prior coronary or rheumat-
ic heart disease, diabetic women had an excess rate of

32 July 1974  The American Journal of CARDIOLOGY Volume 34

congestive heart failure. This excess could not bd
demonstrated for men in the small number of cased
available (Table VII).

Furthermore, a comparison of the regression coef:
ficients in the bivariate (taking only age into ac
count) and multivariate case (taking into account
blood pressure, cholesterol and relative weight as
well) indicates that the effect of diabetes is not me-
diated through these atherogenic traits (Table VIII).
An examination of the regression of the incidence of
congestive failure on diabetic status in men with and
without coronary heart disease also reveals substan-
tial and significant’ coefficients only for patients
without coronary heart disease. The regression coeffi-
cients in the multivariate case are only slightly re-
duced compared with those in the univariate case
(Table VII). :

Taking all these facts into consideration it appears
unlikely that diabetes promotes congestive failure by
accelerating coronary atherogenesis. Nor does it ap-
péar that hypertension accounts for the increased
risk. In women, significant regressions-are noted in
both those with and those without prior coronary
heart disease although the coefficients are somewhat
larger in the latter group. Also, the coefficients are
substantially larger.in women than in men.

Role of insulin: Further examination of the group
of patients with diabetes who had congestive heart
failure revealed that:more than half were taking insu-
lin. Treatment of diabetes was therefore subjected to
analysis, revealing that the only subgroup of diabetic
subjects that sustained a substantial'and statistically
significant increased risk of congestive failure was the
group treated with insulin, This was demonstrated by
a bivariate regression analysis accounting for age
(Table IX).

Discussion

The finding of an increased risk of congestive heart
failure in diabetic subjects is not unexpected in view
of the frequent association of diabetes with hyperten-
sion, hyperlipidemia, obesity and coronary heart dis-
ease. The ‘strength. of, the relation, particularly in
women, and the demonstration that the excess risk of
myocardial decompensation in the diabetic subject is
independent of all these atherogenic traits are unex-
pected and .indicate some other mechanism. It has
been suggested that some form of cardiomyopathy is
associated with diabetes.® The findings reported
herein lend some substance to this claim.

Metabolic causes of diabetic cardiomyopathy:
Such diabetic cardiomyopathy could result from dia-
betic microangiopathy or an_abnormal myocardial
metabolism. The heart normally derives most of its
energy for contraction from free fatty acids, although
glucose, lactate and. pyruvate are also used.’-!! Any
reduction in oxygen tension immediately produces
changes in the electrical and contractile performance
of the heart. Efficient metabolism of fatty acid and
pyruvate is hampered by hypoxia, leaving only the
glycolytic pathway to generate the high energy phos-
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TABLE Viil

Regression of Incidence of Congestive Heart Failure on Diabetes: 18 Year Follow-Up Study : i

Regression Coefficient / |

Men Aged 45 to 74 Years * Women Aged 45 to 74 Years
Bivariate* Multivariatet Bivariate* Multivariatet

With Prior CHD or RHD} : i

Coefficient 0.10 0.06 . 113 1.15

t test§ 0.21 0.12 3.05 2,97

(no. cases/no. at risk) (59/1,700) (58/1,641) (49/1,323) (47/1,275)
Without Prior CHD or RHD| ) :

Coefficient 1.33 1.01 1.67 1.39

t test 2.94 2.17 . 3.88 . 3.15

(no. cases/no. at risk) (38/12,407)

(36/11,899)

(37/16,936) (37/16,160)

* The bivariate function was estimated by the method of Walkerand Duncant using the variables diabetes and age. :
t The multivariate function was estimated by the method of Walker and Duncan* using the variables diabetes, age, systolic blood

pressure, serum cholesterol and Framingham relative weight.

1 To be included in this group at a given examination (n), the subject must have had coronary or rheumatié heart disease on or be-

fore examination (n +1). )
§ At testvalue of 1.96 is significant at the 0.05 level.

[ To be included in this group at a given examination (n), the subject must not have had coronary or rheumatic heart diseasb onot

before examination (n + 1).

phate bonds to fuel the heart’s work. It thus appears
that glucose and insulin fuel the failing hypoxic
heart.”!! This hypothesis would explain the difficulty
of the diabetic ischemic heart but does not account
for myocardial decompensation in the absence of
hypoxia. .

However, in the diabetic heart there is some evi-
dence to suggest that free fatty acids are also not
used efficiently. Hearts of rats with alloxan-induced
diabetes have been found to accumulate increased
myocardial triglyceride in lipid droplets.® Human di-
abetic hearts extract more fatty acid and ketones
than the nondiabetic heart, but in the light of the
foregoing this phenomenon could indicate that more
free fatty acid is being shunted into structural lipid
as less is metabolized for energy. It may be that the
diabetic heart, because of faulty utilization of fatty
acid must, as in the case of ischemia, fall back on gly-
colytic metabolism for energy. This places it in jeop-
ardy because the utilization of glucose, which is insu-
lin-dependent, is also faulty. This energy crisis may
be further compounded in the diabetic subject by a
block between pyruvate and the tricarboxylic acid or
Krebs cycle. .

- These major metabolic disturbances could provide
a metabolic basis for eventual myocardial failure.
The fact that only the insulin-dependent diabetic pa-
tient appears peculiarly susceptible to congestive
heart failure supports the foregoing in that only these
diabetic patients appear to have difficulty with ex-
cessive and faulty acid metabolism leading to ketosis
as well as impaired glycolysis. The fact that subjects
with diabetes of adult onset treated by diet or orally
administered drugs have no increased risk of conges-
tive heart failure suggests that the central metabolic

TABLE IX

Regression of the Incidence of Congestive Heart l-'allure1
(Without Prior Coronary or Rheumatic Heart Disease*) |
on Treatment of Diabetes: 18 Year Follow-Up Study

Bivariate |
Treatment Coefficient} t Valu‘gt
Men Aged 45 to 74 Years - L
Insulin 1.76 3.26
Oral hypoglycemic agent 0.68 0.66
Other 0.92 0.90
Women Aged 45 to 74 Years |
Insulin 22 447,
Oral hypoglycemic agent 0.56 0.54 '
Other 1.49 1.45

* To be included in this group at a given examination (n), the
subject must riot have had coronary or rheumatic heart disease
on or before examination (n -+ 1). . i i

t The bivariate function was esti d by the method of
Walker and Duncant using the variables type of diabetic treat-
ment and age. . T

$ Atvalue of 1.96 is significant at the 0.05 level.

defect promoting failure.may be ketosis and insulin’
deficiency. Once heart failure ensues, the process ap-
pears to be self-perpetuating since it has been shown
that failure further suppresses insulin release.1® I
Role of insulin-treated diabetes: The finding
that the excess risk of congestive heart failure is con-
fined to the insulin-treated diabetic subjects raises
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three possibilities: (1) Only severe, long-standing dia-
betes leads to congestive failure. (2) Only insulin-
dependent diabetes promotes cardiomyopathy. (3)
The insulin treatment itself is damaging to the myo-
cardium. The lack of any discernible increased risk of
congestive heart failure in the group treated with tol-
butamide or diet tends to exclude severity or dura-
tion of diabetes as the sole mechanism since an inter-
mediate risk-would be expected in this group under
this hypothesis. Insulin in itself would not seem to be
the culprit since in the patient with keto-resistant di-
abetes of adult onset endogenous insulin levels are

often high either spontaneously or as a result of stim- -

ulation. by orally administered hypoglycemic agents.
Thus, the most tenable hypothesis is the difference in
the kind of diabetes, implicating insulin-dependent,
ketotic insulinopenic diabetes of early onset as the
promoter of cardiac decompensation.

It is hard to exclude duration of diabetes or its se-
verity from consideration. Congestive heart failure
could be primarily a function of either factor and
hence exhibit a particular relation to insulin-treated
diabetes. Data are too scarce in this cohort to assess
the effect of the type of treatment required or used
versus the duration or severity of diabetes, and these
aspects are difficult to disentangle without conduct-
ing a controlled experiment. It would be expected
that the insulin-treated group would have more small
vessel disease such as nephropathy and retinopathy
(and perhaps in the heart as well), We cannot tell
from our data. .

Role of large and small vessel coronary dis-
ease: The excess occurrence of heart failure in pa-
tients with diabetes could be a result of either large
or small vessel disease in the coronary arterial circu-
lation. Such disease, particularly of the small vessels,

COMPETITIVE PROBLEMS IN THE DRUG INDUSTRY

is more apt to be severe in the insulin-dependent dia-
betic patient than in the patient not treated with in-
sulin. The ischemic myocardium, which is more de-
pendent on glucose and insulin for energy, would be
especially vulnerable. All diabetic subjects should
have difficulty in coping with an ischemic myocardial
episode in view of the dependence of the hypoxic
heart for energy on the glycolytic metabolic pathway,
which is impaired regardless of the type of diabetes.
And, indeed, once coronary disease develops, the dia-
betic subject fares worse than the nondiabetic subject *
in relation not only to congestive failure, but also to
recurrence. of infarction, myocardial rupture and sur-
vival.12 . '

Accelerated coronary atherosclerosis has been
noted in diabetic subjects, and these patients seem to
have more myocardial infarctions, especially silent
infarctions.!® The latter observation suggests some
difference in pathogenetic mechanism from that of
the nondiabetic infarction. Myocardial and small ves-
sel abnormalities have been studied less extensively
than large vessel disease in the diabetic patient.®
Myocardial hypertrophy and diffuse, patchy fibrosis
have been reported more frequently than macroscop-
ic myocardial infarction.® Microangiopathy has been
well described in the skin, kidney, retina and skeletal
muscle, but has not been well documented in the
heart.8 More systematic studies of the diabetic myo-
cardium and its small vessels such as those of Blu-
menthal and co-workers!3 are urgently needed. These
investigators reported more proliferative lesions of
arterial branches of all sizes and of venules as well.
They also found arteriosclerotic-appearing lesions in
the small arteries and arterioles at least twice as fre-
quently in diabetic as in nondiabetic patients with
coronary disease.!4
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I am pleased to respond to the iﬁvita,tion to testify concerning the use of oral
hypdglycemic agents in the treatment of diabetes mellitus.

I am a Professor of Medicine at Case Western Reserve University and Director
of the Ambulatory Medicine Teaching Clinic at Cleveland Metropolitan Genéral

' Hospital. A large segment of my time is devoted to teaching 3rd and 4th year

medical studentsb during their clinical clerkships. My research efforts have been
directed toward an understanding of the eye changes which are associated with
diabetes ﬁ:ellitus. For the past 16 years I have been active in the direction of
the Diabetes Clinic at Cleveland Metropolitan General Hospital. Prior to 1959,
when I jo{ned the full time faculty of Case Western Reserve.University, at Cleveland
Metropolitan General Hospital, I had been engaged in the bractice of internal
mediciée for 18 years in a suburban area of Cleveland. My practice dealt chiefly
with patients who suffered from cardiovascular disease and/or diabetes mellitus. ‘
During the years of practice I served as a part time teacher éf Case Western
Rgserve University at Cleveland Metvropolirtan General Hospital.

| The Diabetes Clinic at Cleveland Metroéolitan General Hospital provides care
for approxima,tel.y 500 patients with diabetes mellitus per year.: Aéproxifﬁately 80%
of the patient; have the maturity onset form of the disease. Prior to 1973 the
mﬁjority of this group of patients were treated with oral hypoglycemic agents with
a limited degree of success. Although dietary instruction was provided for the

patients, there was little compliance.
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When the results of the UGDP study were issued in 1970, we became concerned

with our use of the oral hypoglycemic agents. We urged the phy;icians who careﬁ
for patients with diabetes in the clinic and hospital to pay heed t}? the results of the
above study and to re-evaluate their treatment of the, maturity onset group of
patients. In an attempt to learn the extent of the use of oral‘ hypoglycemic ‘agents
and their cost;,. ‘the amounts of these medications dgspensed by our st;.ff were
recorded from 1968 to early 1972 (See Table I). Reviézw of these data disclosed
an alarming increase in the use of these agents from 1968 through 1970. Responsile
to the recomme'ndations of the UGDP study was reflected by a modest decrease in
the use of the oral agents during 1971 and 1972. Because we believed that the use“
of these agents was still excessive, the following letter was dispatched to the

Pharmacy Committee of the hospital early in 1973.

May 24, 1973

Emanuel Wolinsky, M.D,
Chairman of the Pharmacy Committee

Dear Doctor Wolinsky:

The results of the University Group Diabetes Program (UGDP).
(Diabetes, 19, Supplement 2, 747-830, 1970) allows one to develop the
following conclusions concerning the safety and effectiveness of the
oral hypoglycemic drugs, specifically the sulonylurea group (Tolbutamide
and Chlorpropamide). (1) In the group treated with Tolbutamide there
was a significant increase in deaths from cardiovascular disease, as
compared with those treated with either insulin or strict adherence
to a calculated diet. (2) That Tolbutamide was not as effective as
eitheri insulin or strict adherence to an 1socalor1c diet in the control
of levels of blood sugar.

The UGDP study subsequently reported comparable results with
i -'the use of Phenformin (J.A.M.A. , 217, #6, 777-784, 1971). ces

It is only fair to point out that there are skeptics who do not accept
the results of the above study.
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I accept the results of the study and believe that the use of
Sulfonylureas (Tolbutamide and Chlorpropamide) and the Biguanides
(Phenformin) should be restricted because they appear to be hazardous
to health and are far less effective and more expensive than insulin.

) I suggest that we implement a form of control which would
restrict the use of Sulfonylurea drugs (Tolbutamide and Chlorpropamide)
and Phenformin with the following exceptions:

1. Patients who cannot administer insulin to themselves because
of severe visual impairment or other physical handicaps such as
neurologic disorders which impair use of arms and hands.

2. Patients who refuse to use insulin.

In order to accomplish such control the department of medicine
would provide a list of physicians who could authorize the use of the
drugs under discussion. Other services may wish to provide a

similar mechanism.

In 1972, $30, 000 were expended for Tolbutamide, Phenformin,
and Chlorpropamide. Substitution of insulin would be less costly.

'Sincerely yours,

Edward M. Chester, M.D.

The results of this educational reminder and form.‘of control produced the
results noted in Table I. Table II indirectly indicates that ;nény of the patients
previously receiving oral agents were started on insulin therapy. Continuous
review of the use of the oral agents is in progress with the intent of fu‘rther
decreasing their use except under the ‘cirACumstances noted in the letter of
May 24, 1973. It is apparent that restriction of the use of these medications in a
hospital can be accomplibshed by education of patients and physicians and By providing
a method of control. The problem is unfortunately not as simple for a variety of
reasons when one attempts to achieve similar results with patients _whd are under

the care of private physicians. Among these reasons are:
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1. That the conc¢lusions of the UGDP study are not accepted by some eminent‘:‘
authorities on diabetes mellitus.

2. That education of physicians lags well behind the knowledge developed
through research. Unfortunately drug company literature provi&es the major
source of information for many physicians.

3. The lack of adequate patient education in ti\eir understanding of diabetes
and the hazards of oral hypogl)‘rcemic agents.

4, The failure adequately to impress the patients with sufficient understatndiné
of the importance of a calculated isocaloric diet and their failure to cqmply in
this respect. ‘

5. The ease of using oral medication compared with the injection of insulin.

The UGDP study clearly demonstrated that standard doses of oral hypoglycemié
“agents did not effectively reduce levels of blood sugar over a 5 year period. These!
data confirmed previous studies which disclosed that the success rate in ‘managing |
diabetes with tolbutamidé at the end of 5 years was only 13% (DeLawter and Moss,
J.AM.A., 181, 1962, 156). Relapse or secondary failure is recorded as 22%
within 5 years (Camerine~Davalos and Marble, J.A.M.A. , 181, 1962, 1). Six
to seven years afte‘r therapy with oral hypoélygemic agents only 8-12% remain well
‘conttolled, (A.M.A., Drug Evaluations, Publishing Scien‘ces Group Inc. , 2nd Editio:i,
1973, p. 130, Alton, Massachusetts). Yet despite the ineffectiveness of these ‘
hypoglycemic agents and their démonstrated relationship to increased mortality £rom‘1
cardiovascular disease, theseidrugs are still widely used in the treatrﬁent-of )
maturity onset diabetes. I have noted previously tl;a reasons for the failure.on the.
part of physicians and patients to heed the warning of the hazards and ineffectiveness

of this group of drugs.
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There appear to be 3 approaches to this problem. These include an
immediate restriction of their use through firm warning and labelling via the
F.D.A., a long term educational process, and the development of more rigid drug
testing requirements.

Recommendations:
I. Immediate warning to all physicians of the hazards by a bu(lletin from the F.D.A.
stating the following:

A. A suitably calculated isocaloric diet serves as the cornerstone for the

treatment of maturity onset diabetes.

B. A suitable trial of dietary ‘rnanagemenﬁ for sévera], weeks should be

instituted first.

C. I adequate levéls of bloo& sugar cannot be obtgmed with this regimen,

even in the absence of symptoms associated with diabetes, insulin

. therapy should be instituted.
D. The oral hypoglycemic agei’xts are a potential hazard to health and should
' ‘be used, after the patient has béen advised of t#:i; fact, with caution

only undér the following circumstances:

(,l) If the patient is handicapped by serious visual loss or other

physically incapacitating disorders.

(2) If the patient refuses to use insulin.

The drug compa.n.i.es should be required to include the above facts on the
package inserts of medication, despite the fact that physicians infrequently read.
them. Some method of identifying these medications as hazardous must be

developed for patient protection.
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II. Long term educational effort. Medical school educators, clinicians who =
- care for patients in university and communitsr hospitals must emphasize the *
facts known about these drugs to medical stud;nts, house offic_ers, and :
i)hysicians in prﬁctice. Efforts should be made to reach the last mentioned bi
through post graduate courses and through the development of self educational?l.
units in an attempt to provide more reliable and scientifically based informa(%ion .
to counteract the biased and often inaccurate statements igsued by pha‘rmaic.ed:tical

companies and the ''throw away' psuedomedical periodicals.

A vital step in the educational process is the need to encourage and
i

support the young investigator. Greater availability of research and training‘j
grants through the National Institutes of Health or other government agencies |

should be encouraged. For it is through the development of such investigator é

and teachers that the many problems related to diabetes may be resolved.

IIl. Adequate long term trials before drugs are released for use. Most drugs,
and this applies to the oral hypoglycemic agents, were initially tested for their
ability to lower levels of blood sugar in animals. Search for toxicity was made

~. as well. These studies were short in duration. After short term trials in man

were made by able investigators and clinicians the drugé were released.
Subsequent long term studies of these drugs were retrospective and dealt only “
with their ability to alter levels of blood sugar and lipids: Thé UGDP study
was the first well controlled prospective study and was designed to determine
the role of these drugs in the development qf vascular disease. Thus many

years elapsed before medications, which were commonly used, were found to

be hazardous to health and to possess very limited effectiveness. Standards for

|
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long term studies must be developed by the F.D.A. to insure adequate clinical

trials of drugs before their release.

The steps indicated above are likely to be met with severe outcry and resistaﬁce
by pharmaceutical companies and scientists and clinicians whc; do not accept the
conclusions of the UGDP study. Support of the me.dicél societies, particulaljly the.
American Diabet‘;s Association would be es senfiél.

Restriction in the use of the oral hypoglycemic aéents would significgntly alter’
modes of care for the patient with diabetes. To begin, it would needfully provide
a great emphasis on the importance of dietary management. In many in;stances with
adherence to diet adequate rt.zduction of blood ‘suga.r and removal of symptoms would
follow. Physicians or their assistants would have\ to instruct patients in the use of
insulin when diet alone did not suffice.” Thus more teaching would be needed for each
patient. Perhaps more teaching related to mechanisms involved in the production
of the disease, the need fp‘r preventing infection, manifestations of hypoglycemia,
and other measures would be taught as well. Since the cost of insulin is considerably
less per patient than oral hypoglycemic agents there would be a decrease in total
cost. ‘ '

. The issue of the clinical use of reséarch information is exemplified by the mixed
reception of the results and recommendations of the UGDP study. Why, one may
ask, are there delays in the transmission <;f research data tq its clinical
applications? These are several reasons:

1. Early research data rr;ay be presented initially‘ to select groups inir»es;arch
societies and published in journals which are read by only highly trained specialists. -
In addition most articles are not published for at least 6 months after they hé;ve been

submitted.




