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DRUG ABUSE CONTROL AMENDMENTS OF 1965

WEDNESDAY, JANUARY 27, 1965

House oF REPRESENTATIVES,
Coaymrrree ON INTERSTATE AND FOREIGN COMMERCE,
Washington, D.C.

The committee met, pursuant to notice, at 10 a.m., in room 1334,
Longworth House Office Building, Hon. Oren Harris, chairman of the
committee, presiding.

The Criairman. The committee will come to order.

Today the committee initiates hearings on H.R. 2, a bill that I intro-
duced on the opening day of this session of Congress, proposing to
establish spwri;lll controls over depressant and stimulant drugs.

The problem of these drugs has received a great deal of attention
from many sources over the last several years.

The President’s health message recommended to the Congress the
passage of legislation to tighten controls over dangerous drugs and to
provide increased authority over counterfeit drugs.

It will be recalled that in November 1963 the President’s Advisory
Commission on Narcotics and Drug Abuse, under the chairmanship
of the esteemed and able Judge Prettyman, recommended increased
controls over dangerous drugs.

Legislation dealing with this subject matter was passed by the Sen-
ate late in the 88th Congress, but time did not permit this committee
to schedule and conduct hearings on the subject.

I announced at that time that if I were chairman of this committee
during the 89th Congress, this legislation would receive early con-
sideration by the committee and would be scheduled as the first order
of business.

It has been estimated that over 9 billion barbiturates and amphe-
tamine tablets are manufactured annually in the United States. It is
also estimated that about one-half of them are sold illegally.

These drugs are useful when prescribed for, or administered to, a
patient by a physician. However, many of these drugs have been sub-
ject to widespread abuses.

The present bill is a result of discussions with the people who had
given a lot of study to this problem, the Department of Health, Edu-
cation, and Welfare, and the Food and Drug Administration. Out of
those discussions the bill, H.R. 2, was designed and was introduced by
me to provide increased authority for the Food and Drug Administra-
tion in this field.

It will be the purpose of this committee to make a thorough study of
this problem nm’l the needs. y

There are several witnesses to be heard, whom we will try to get
to as the conditions and circumstances will permit.

1




2 DRUG ABUSE CONTROL AMENDMENTS OF 1965

H.R. 2 and such departmental reports as have been received will be
included in the record at this point.
(The bill, H.R. 2, and reports referred to follow :)

[H.R. 2, 80th Cong., 1st sess.]

A BILL To protect the public health and gafety by amending the Federal Food, Drug, and
Cosmetie Act to establish special controls for depressant and stimulant drugs, and for
other purposes

Be it enacted by the Senate and House of Representatives of the United States
of America in Congress assembled, That this Act may be cited as the “Drug Abuse
Control Amendments of 1965,

FINDINGS AND DECLARATION

Sec. 2. The Congress hereby finds and declares that there is a widespread il-
licit traffic in depressant and stimulant drugs moving in or otherwise affecting
interstate commerce ; that the use of such drugs, when not under the supervision
of a licensed practitioner, often endangers safety on the highways (without
distinetion of interstate and intrastate traffic thereon) and otherwise has become
a threat to the public health and safety, making additional regulation of such
drugs necessary regardless of the intrastate or interstate origin of such drugs;
that in order to make regulation and protection of interstate commerce in such
drugs effective, regulation of intrastate commerce is also necessary because,
among other things, such drugs, when held for illicit sale, often do not bear
labeling showing their place of origin and because in the form in which they
are s0 held or in which they are consumed a determination of their place of
origin is often extremely difficult or impossible; and that regulation of inter-
state commerce without the regulation of intrastate commerce in such drugs,
as provided in this Act, would diseriminate against and adversely affect inter-
state commerce in such drugs.

CONTROL OF DEPRESSANT AND STIMULANT DRUGS

SEc. 3. (a) Section 201 of the Federal FFood, Drug, and Cosmetic Act (21 U.8.C.
321) is amended by adding at the end thereof the following :
“(v) The term ‘depressant or stimulant drug’ means—

“(1) any drug which contains any quantity of (A) barbiturie acid or any
of the salts of barbituric acid; or (B) any derivative of barbituric acid
which has been designated by the Secretary under section 502(d) as habit
forming ;

*“(2) any drug which contains any quantity of (A) amphetamine or any of
its optical isomers: (B) any salt of amphetamine or any salt of an optieal
isomer of amphetamine: or (C) any substance which the Secretary, after
investigation, has found to be, and by regulation designated as, habit form-
ing because of its stimulant effect on the central nervous system : or

“(3) any drug which contains any quantity of a substance which the
Secretary, after investigation, has found to have, and by regulation desig-
nates as having, a potential for abuse because of its depressant or stimulant
effect on the central nervous system or its hallucinatory effect; except that
the Secretary shall not designate under this paragraph, or under clause (C)
of subparagraph (2), (A) any substance that is now included, or is here-
after included, within the classifications stated in section 4731, and mari-
huana as defined in section 4761, of the Internal Revenue Code of 1954 (26
U.8.C. 4731, 4761), or (B) peyote (mescaline) but only insofar as its use is
in connection with the ceremonies of a bona fide religious organization.

The provision of subsections (e), (£), and (g) of section 701 shall, subject to
the provisions of section 511(f), relating to advisory committees, apply to and
govern proceedings for the issuance, amendment, or repeal of regulations under
subparagraph (2) (¢) or (3) of this paragraph.”

(b) Chapter V of such Act (21 U.8.C., chap. 9, subch. V) is amended by add-
ing at the end thereof the following new section :

“DEPRESSANT AND BTIMULANT DRUGS

“Sec. 511. (a) No person shall manufacture, compound, or process any de-
DPressant or stimulant drug, except that this prohibition shall not apply to the
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following persons whose activities in connection with any such drug are solely
as speicfied in this subsection :

“(1) Manufacturers, compounders, and processors who are regularly
engaged, and are otherwise qualified, in preparing pharmaceutical chemicals
or prescription drugs for distribution through braneh outlets, through whole-
sale druggists, or by direct shipment. (A) to pharmacies or to hospitals,
clinics, public health agencies, or physicians, for dispensing by registered
pharmacists upon prescriptions, or for use by or under the supervision of
practitioners licensed by law to administer such drugs in the course of
their professional practice, or (B) to laboratories or research or educational
institutions for their use in research, teaching, or chemical analysis,

“(2) Wholesale druggists who maintain establishments in conformance
with local laws and are regularly engaged in supplying preseription drugs
(A) to pbarmacies, or to hospitals, clinics, public health agencies, or phy-
sicians, for dispening by registered pharmacists upon presecriptions, or for
use by or under the supervision of practitioners licensed by law to admin-
ister such drugs in the course of their professional practice, or (B) to labo-
ratories or research or educational institutions for their use in research,
teaching, or clinical analysis.

*(3) Pharmacies, hospitals, clinics, and public health agencies, which
maintain establishments in conformance with any applicable local laws
regulating the practice of pharmacy and medicine and which are regularly
engaged in dispensing prescription drugs upon prescriptions of practi-
tioners licensed to administer such drugs for patient under the care of such
practitioners in the course of their professional practice.

“(4) Practitioners licensed by law to prescribe or administer depressant
or stimulant drugs, while acting in the course of their professional practice.

“{5) Persons who use depressant or stimulant drugs in research, teaching,
or chemical analysis and not for sale.

“(6) Officers and employees of the United States, a State government, or
a political subdivision of a State, while acting in the course of their official
duties,

“(7) An employee of any person described in paragraph (1) through para-
graph (5), and a nurse or other medical technician under the supervision
of a practitioner licensed by law to administer depressant or stimulant drugs,
while such employee, nurse, or medical technician is acting in the course of
his employment or occupation and not on his own aceount.

“(b) No person, other than—

“(1) a person described in subsection (a), while such person is acting
in the ordinary and authorized course of his business, profession, occupa-
tion, or employment, or

“(2) a common or contract carrier or warehouseman, or an employee
thereof, whose possession of any depressant or stimulant drug is in the usual
course of his business or employment as such,

shall sell, deliver, or otherwise dispose of any depressant or stimulant drug to
any other person.

“(¢)l No person, other than a person described in subsection (a) or subsec-
tion (b) (2), shall possess any depressant or stimulant drug otherwise than (1)
for the personal use of himself or of a member of his household, or (2) for
administration to an animal owned by him or a member of his household.

“(d) (1) Every person engaged in manufacturing, compounding, processing,
selling, delivering, or otherwise disposing of any depressant or stimulant drug
shall, upon the effective date of this section, prepare a complete and accurate
record of all stocks of each such drug on hand and shall keep such record for
three years. On and after the effective date of this section, every such person
manufacturing, compounding, or processing any depressant or stimulant drug
shall prepare and keep, for not less than three years, a complete and accurate ree-
ord of the kind and quantity of each such drug manufactured, compounded, or
processed and the date of such manufacture, compounding, or processing ; and
every such person selling, delivering, or otherwise disposing of any depressant or
stimnlant drug shall prepare or obtain, and keep for not less than three years, a
complete and accurate record of the kind and quantity of each such drug received,
sold, delivered, or otherwise disposed of, the name and address of the person
from whom it was received and to whom it was sold, delivered, or otherwise dis-
posed of, and the date of such transaction. No separate records, nor set form
or forms for any of the foregoing records, shall be required as long as records
containing the required information are available.
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“(2) (A) Every person required by paragraph (1) of this subsection to prepare
or obtain, and keep, records, and any carrier maintaining records with respect to
any shipment containing any depressant or stimulant drug, and every person in
charge, or having custody, of such records, shall, upon request of an officer or
employee designated by the Secretary permit such officer or employee at reason-
able times to have access to and copy such records, For the purposes of verifica-
tion of such records and of enforcement of this section, officers or employees
designated by the Secretary are authorized, upon presenting appropriate creden-
tials and a written notice to the owner, operator, or agent in charge, to enter,
at reasonable times, any factory, warehouse, establishment, or vehicle in which
any depressant or stimulant drug is held, manufactured, compounded, processed,
sold, delivered, or otherwise disposed of, and to inspect, within reasonable limits
and in a reasonable manner, such factory, warehouse, establishment, or vehicle,
and all pertinent equipment, finished and unfinished material, containers, and
labeling therein, and all things therein (including records, files, papers, processes,
controls, and facilities) bearing on violation of this section or section 301(q) ;
and to inventory any stock of any such drug therein and obtain samples of any
such drug. If a sample is thus obtained, the officer or employee making the in-
spection shall, upon completion of the inspection and before leaving the premises,
give to the owner, operator, or agent in charge a receipt describing the sample
obtained.

“{B) No inspection authorized by subparagraph (A) shall extend to (i) finan-
cial data, (ii) sales data other than shipment data, (iii) pricing data, (iv) per-
sonnel data, or (v) research data, which are exempted from inspection under
the third sentence of section 704 (a) of this Act.

*(3) The provisions of paragraphs (1) and (2) of this subsection shall not
apply to a licensed practitioner described in subsection (a)(4) with respect to
any depressant or stimulant drug received, prepared, processed, administered,
or dispensed by him in the course of his professional practice.

“(e) (1) The Secretary may by regulation exempt any depressant or stimulant
drug from the application of all or part of this section when he finds that regu-
lation of its manufacture, compounding, processing, possession, and disposition,
as provided in this section or in such part thereof, is not necessary for the pro-
tection of the public health.

*“(2Z) The Secretary shall by regulation exempt any depressant or stimulant
drug from the application of this section, if (A) he finds that such drug consists
of one or more substances not having a depressant or stimulant effect on the
central nervous system or a hallucinatory effect in such combination, quantity,
proportion, or concentration so as to prevent the ingestion or absorption of the
substance or substances therein which do have either such effect in sufficient
amounts or concentrations as, within the meaning of section 201(v), to (i) be
habit forming because of their stimulant effect on the central nervous system,
or (ii) have a potential for abuse because of their depressant or stimulant effect
on the central nervous system or their hallucinatory effect, or (B) such drug may,
under the provisions of this Act, be sold over the counter without a preseription.

“(f) (1) In any proceeding for the issuance, amendment, or repeal of a regula-
tion under subparagraph (2) (C) or (3) of section 201(v), whether commenced
by a proposal of the Secretary on his own initiative or by a propesal contained
in the petition of any interested person, the petitioner, or any other person who
will be adversely affected by the proposal or by the Secretary’s order issued in
accordance with section 701(e) (1) if placed in effect, may request, within the
time specified in this paragraph, that the petition or order thereon, or the Sec-
retary’s proposal, be referred to an advisory committee for a report with respect
to one or more of the following matters: (A) whether or not the substance in-
volved has a depressant or stimulant effect on the central nervous system or a
hallucinatory effect, (B) whether the substance involved has a potential for
abuse because of its depressant or stimulant effect on the central nervous system,
and (C) any other sicentific question (as determined by the Secretary) which
is pertinent to the determination of whether such substance should be designated
by the Secretary pursuant to subparagraph (2)(C) or (3) of section 201 (v).
The request for referral under this paragraph, or the Secretary’s referral on
his own initiative, may be made at any time before or within thirty days after
publication of an order of the Secretary acting upon the petition or proposal.

“(2) The Secretary may by regulation condition referrals to an advisory com-
mititee pursnant to this subsection upon the payment, by the person requesting the
referral, of fees to defray the per diem and travel costs arising by reason of
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such referrals. Such regulations may provide for waiver or refund of fees in
whole or in part when in the judgment of the Secretary such waiver or refund is
equitable and not contrary to the purposes of this subsection. Such fees, includ-
ing advance deposits to cover such fees, shall be available, until expended, for
paying (directly or by way of reimbursement of the applicable appropriation)
the expenses of advisory committees under this subsection and other expenses
arising by reason of referrals to such committees, and for refunds pursuant to
this paragraph.

“(3) Upon reqguest that any petition, order, or proposal be referred to an
advisory committee as provided in paragraph (1), or if the Secretary within such
time deems such a referral necessary, the Secretary shall forthwith appoint an
advisory committee under paragraph (5) of this subsection and shall refer to
such advisory committee the matter set forth in paragraph (1) of this subsection
for study thereof and for a report on such matters, As soon as practicable after
such referral, but not later than sixty days thereafter, unless the advisory com-
mittee extends this period for an additional thirty days, the advisory committee
shall certify to the Secretary a report on such matters, together with all under-
lying data and a statement of the reasons or basis for its findings. Within thirty
days after such certification, the Secretary shall, after giving due consideration
to such report and to all data then before him, issue the order required by section
T01(e) (1).

“(4) The deliberations of such advisory committee shall be conducted in accord-
ance with regulations promulgated by the Secretary in order to assure independ-
ent study and impartial consideration of the matters set forth in paragraph (1)
of this subsection. The right to consult with the advisory committee shall be rea-
sonably afforded to the person who has filed the petition or who has requested
referral to the advisory committee, or to any other interested person, as well as
to representatives of the Department of Health, Education, and Welfare, All
data considered or received by the advisory committee shall be made a part of
the record of its proceedings.

“(5) The advisory committee referred to in paragraph (1) shall be composed
of impartial experts, qualified in the subject matter referred to the committee and
of adequately diversified professional background, selected by the Seeretary from
a panel proposed by the National Academy of Sciences, except that in the event
of the inability or refusal of the National Academy of Sciences to act, the Secre-
tary shall select the members of the advisory committee. The size of the advisory
committee, which shall not be less than three, shall be determined by the Secre-
tary. Members of the advisory committee shall receive as compensation for
their services a reasonable per diem, which the Secretary shall by rules and
regulations prescribe, for time actunally spent in the work of the advisory com-
mittee (including travel time), and shall in addition be reimbursed for their
necessary travel and subsistence expenses while so serving away from their
places of residence. The members shall not be subject to any other provisions of
law regarding appointment and compensation of employees of the United States.
The Secretary shall furnish the advisory committee with adequate clerical and
other assistance,

“(6) Any report, underlying data, and reasons certified to the Secretary by
such advisory committee shall be made a part of the record of any public hearing
held pursuant to section 701 (e) (3), if relevant and material, subject to the provi-
sions of section T(e¢) of the Administrative Procedure Act (5 U.S.C. 1006(c)).
The advisory committee shall designate a member to appear and testify at any
such hearing with respect to the report of such committee upon the request of
the Secretary, any interested party, or the officer conducting the hearing, but
this shall not preclude any other member of the advisory committee from appear-
ing and testifying at such hearing.”

REGISTRATION OF PRODUCERS AND WHOLESALERS OF DEPRESSANT AND STIMULANT DRUGS

Sec. 4. (a) Section 510(a) of the Federal Food, Drug, and Cosmetic Act
(21 U.8.C. 360) is amended by redesignating paragraph (2) thereof as paragraph
(3) ;md by inserting immediately after paragraph (1) the following new para-
graph:

*“(2) the term ‘wholesaling, jobbing, or distributing of depressant or stimu-
lant drugs’ means the selling or distribution of any depressant or stimulant
drug to any person who is not the ultimate user or consumer of such drug:"

_ {b) Subsection (b) of section 510 of such Act is amended (1) by inserting
immediately after “drug or drugs” the following: “or in the wholesaling, jobbing,
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or distributing of any depressant or stimulant drug”, and (2) by adding at the
end thereof the following: “If any such establishment is engaged in the manu-
facture, preparation, propagation, compounding, or processing of any depressant
or stimulant drug, such person shall, at the time of such registration, indicate
such fact, in such manner as the Secretary may by regulation preseribe.”

(¢) Subsection (c) of section 510 of such Act is amended (1) by inserting
immediately after “drug or drugs” the following: “or in the wholesaling, job-
bing, or distributing of any depressant or stimulant drug”, and (2) by adding
at the end thereof the following: “If such establishment is engaged in the
manufacture, preparation, propagation, compounding, or processing of any
depressant or stimulant drug such person shall, at the time of such registration,
indicate such fact, in such manner as the Secretary may by regulation prescribe.”

(d) Subsection (d) of section 510 of such Act is amended by inserting “(1)”
immediately after “(d)"” and by striking out the period at the end thereof and
inserting in lien thereof the following : “or the wholesaling, jobbing, or distribut-
ing of any depressant or stimulant drug. If any depressant or stimulant drug
is manufactured, prepared, propagated, compounded, or processed in such addi-
tional establishment, such person shall, at the time of such registration, indicate
such fact, in such manner as the Secretary may by regulation prescribe.

*“(2) Every person who is registered with the Secretary pursuant to the first
sentence of subsection (b) or (¢) or paragraph (1) of this subsection, but to
whom the second sentence of subsection (b) or (¢) or of paragraph (1) of this
subsection did nof apply at the time of such registration, shall, if any depressant
or stimulant drug is thereafter manufactured, prepared, propagated, compounded,
or processed in any establishment with respect to which he is so registered,
immediately file a supplement to such registration with the Secretary indicating
such fact, in such manner as the Secretary may by regulation prescribe.”

(e) The heading of such section 510 is amended by inserting “and Certain
Wholesalers” immediately after “of Producers”.

PROHIBITED ACTS

Sec. 5. Section 301 of the Federal Food, Drug, and Cosmetic Aect (21 1.8.C.
331) is amended by adding at the end thereof the following new paragraph :

“(q) (1) The manufacture, compounding, or processing of a drug in violation
of section 511(a) ; (2) the sale, or delivery, or other disposition of a drug in viola-
tion of section 511(b) ; (3) the possession of a drug in violation of section 511(c) :
(4) the failure to prepare or obtain, or the failure to keep, a complete and
accurate record with respect to any drug as required by section 511(d) ; (5) the
refusal to permit access to or copying of any record as required by section 511(d) :
or (6) the refusal to permit entry or inspection as anthorized by section 511(d).”

GROUNDS AND JURISDICTION FOR JUDICTAL SEIZURE AND CONDEMNATION

Sec. 6. The first sentence of section 304(a) of the Federal Food, Drug, and
Cosmetic Act (21 U.8.C. 204(a)) is amended by inserting before “: Provided,
however,” the following : “, and any depressant or stimulant drug which has been
manufactured, compounded, processed, sold, delivered, disposed of, or is possessed,
in violation of section 511, any drug which is a counterfeit drug, and any punch,
die, plate, stone, labeling, container, or other thing used or designed for use in
making a counterfeit drug or drugs, shall be liable to be proceeded against at any
time on libel of information and condemned in any district court of the United
States within the jurisdiction of which the article is found”,

PENALTIES

SEC. 7. (a) Section 303 (a) of the Federal Food, Drug, and Cosmetic Act (21
U.S.C. 333(a)) is amended by inserting after the final word “fine” and before
the period the following: “: Provided, however, That any person who, having
attained his eighteenth birthday, violates section 301 (1) (2) by selling, delivering,
or otherwise disposing of any depressant or stimulant drug to a person who
has not attained his eighteenth birthday shall, if there be no previous convietion
of such person under this section which has become final, be subject to im-
prisonment for not more than two years, or a fine of not more than $£2.000, or
both such imprisonment and fine, and for the second or any subsequent conviction
for such a violation shall be subjeet to imprisonment for not more than six
years, or a fine of not more than $15,000, or both such imprisonment and fine”.
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{(b) Section 303(b) of such Aet (21 U.S.C. 333(b)) is amended by inserting
after the word “shall” the following: “(except in the case of an offense which
is subject to the provisions of the proviso to subsection (a) relating to second
or subsequent offenses) ",

AUTHORITY OF INSPECTORS TO CARRY FIREARMS

Sec. 8. (a) Section 702 of the Federal Food, Drug, and Cosmetic Act (21
[U.8.C. 372) is amended by inserting at the end thereof the following new
subsection :

“(g) Officers or employees of the Department designated by the Secretary
to conduct investigations or inspections relating to depressant and stimulant
drugs nray, when authorized by the Secretary, carry firearms.”

(b) Section 1114 of title 18 of the United States Code is amended by striking
out “or any security officer of the Department of State or the Foreign Service”
and by inserting in lieu thereof the following: “any security officer of the
Department of State or the Foreign Service, or any officer or employee of the
Department of Health, Education, and Welfare designated by the Secretary of
Health, Education, and Welfare to conduct investigations or inspections under
the Federal Food, Drug, and Cosmetie Act".

COUNTERFEITING OF DRUGS

Spc. 9. (a) The Congress finds and declares that there is a substantial traffic
in counterfeit drugs simulating the brand or other identifying mark or device
of the manufacturer of the genuine article; that such traffic poses a serious
hazard to the health of innocent consumers of such drugs because of the lack
of proper qualifications, facilities, and manufacturing controls on the part of
the counterfeiter, whose operations are elandestine; that, while such drugs are
deemed nrisbranded within the meaning of seetion 502(i) of the Federal Food,
Drug, and Cosmetic Aet, the controls for the suppression of the traffic in such
drugs are inadequate because of the difficulty of determining the place of inter-
state origin of such drugs and, if that place is discovered, the fact that the
implements for counterfeiting are not subject to seizure, and that these factors
require enactment of additional controls with respect to such drugs without
regard to their interstate or intrastate origins.

(b) Paragraph (g) of section 201 of the Federal Food, Drug, and Cosmetic
Act (21 U.8.C. 321) is amended (1) by inserting *“(1)” immediately after “(g)",
(2) by redesignating clauses (1), (2), (3), and (4) thereof as clauses (A),
(B), (C), and (D), respectively, (3) by striking out *“clause (1), (2), or (3)"
and inserting in lieu thereof “clause (A), (B), or (C)", and (4) by adding at
the end thereof the following:

“(2) The term ‘counterfeit drug’ means a drug which, or the container or
labeling of which, bears the trademark, trade name, or other identifying mark,
imprint, or device of a person other than the person or persons authorized to
use it on such drug, container, or labeling, or which bears any likeness thereof.”

(e) Paragraph (i) of section 801 of the Federal Food, Drug, and Cosmetic
Act, 21 U.S.C. 831(c¢) is amended by inserting “(1)” immediately after *(i)"
and by adding at the end thereof the following new subparagraphs:

“(2) Making, selling, disposing of, or keeping in possession, control, or cus-
tody, or concealing any punch, die, plate, stone, or other thing designed to
print, imprint, or reproduce the trademark, trade name, or other identifying
mark, imprint, or device of another or any likeness of any of the foregoing upon
any drug or container or labeling thereof so as to render such drug a counterfeit
drug.

%(3) The doing of any act which causes a drug to be a counterfeit drug, or
the sale or dispensing, or the holding for sale or dispensing, of a counterfeit
drug.”

(d) Section 303 of such Act (21 U.S.C. 333(¢)) is amended by inserting imme-
diately before the period at the end thereof the following: *; or (5) for having
violated section 801 (i) (2) if such person acted in good faith and had no reason
to believe that use of the punch, die, plate, stone, or other thing involved would
resnult in a drug being a counterfeit drug, or for having violated section 301 (i) (3)
if the person doing the act or causing it to be done acted in good faith and had no
reason to believe that the drug was a counterfeit drug”.




DRUG ABUSE CONTROL AMENDMENTS OF 1965

APPLICATION OF STATE LAW

Sec. 10. Nothing in this Aect shall be construed as authorizing the manufac-
ture, compounding, processing, possession, sale, delivery, or other disposal of
any drug in any State in contravention of the laws of such State.

EFFECTIVE DATE

SEc. 11. The foregoing provisions of this Act shall take effect on the first day
of the seventh calendar month following the month in which this Act is enacted ;
except that (1) the Secretary shall permit persons, owning or operating any
establishment engaged in manufacturing, preparing, propagating, compounding,
processing, wholesaling, jobbing, or distributing any depressant or stimulant
drug, as referred to in the amendments made by section 4 of this Act to section
510 of the Federal Food, Drug, and Cosmetic Act, to register their names, places
of business, and establishments, and other information prescribed by such
amendments, with the Secretary prior to such effective date, and (2) section
201(v) of the Federal Food, Drug, and Cosmetic Act, as added by this Act, and
the provisions of sections 8 and 10 shall take effect upon the date of enactment
of this Act.

EXECUTIVE OFFICE OF THE PRESIDENT,
BUREAU OF THE BUDGET,
Washington, D.C., January 28, 1965.
Hon. Orex HARRIS,
Chairman, Committee on Interstate and Foreign Commerce,
House of Representatives, Washington, D.C.

Dear Me. CuaeMaN @ This will acknowledge your letter of January 19, 1965,
requesting the views of the Bureau of the Budget regarding H.R. 2, a bill to
protect the publie health and safety by amending the Federal Food, Drug, and
Cosmetic Act to establish special controls for depressant and stimulant drugs,
and for other purposes.

As you know, the President, in his message to the Congress on advaneing the
Nation's health, recommended legislation “to bring the production and distri-
bution of barbiturates, amphetamines, and other psychotoxie drugs under more
effective control.” H.R. 2 is substantially in accord with the President’s recom-
mendations., The Bureau of the Budget therefore strongly favors enactment of
legislation along the lines of H.R. 2.

Sincerely yours,
PamLir 8. HUGHES,
Assistant Director for Legislative Reference.

DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE,
January 27, 1965,
Hon. OREN HARRIS,
Chairman, Committee on Interstate and Foreign Commerce,
House of Representatives, Washington, D.C.

DeEAR Mi. CHAIRMAN: This letter is in response to your request of January
19, 1965, for a report on H.R. 2, a bill to protect the public health and safety by
amending the Federal Food, Drug, and Cosmetic Act to establish special con-
trols for depressant and stimulant drugs, and for other purposes. The bill would
be known as the Drug Abuse Control Amendments of 1965.

The bill has two major purposes; i.e., (1) to provide a much needed strength-
ening of the controls available under the Food, Drug, and Cosmetic Act with
respect to the barbiturates, the amphetamines, and such other prescription drugs
as the Secretary may (after opportunity for hearing) designate because they
contain habit-forming central nervous system stimulants or because they other-
wise have a potential for abuse by reason of their depressant, stimulant, or
hallucinogenic effect on the central nervous system ; and (2) to provide addi-
tional sanctions under the act that will help to suppress the counterfeit drug
evil. For the cogent reasons stated in sections 2 and 9 of the bill, it would
apply to such drugs whether or not they have moved in interstate commerce.

Legislation along the lines of this bill would carry out the recommendations
in the President’s health message of January 7 of this year that the Congress
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enact “legislation to bring the production and distribution of barbiturates, am-
phetamines, and other psychotoxic drugs under more effective control” and,
further, that it enact “authority to seize counterfeit drugs at their source.”

The bill would require registration of manufacturers and wholesalers of the
above-mentioned depressant and stimulant drugs, and the maintenance of accu-
rate records with respect to such drugs by persons engaged in manufacturing,
compounding, processing, selling, delivering, or otherwise disposing of them,
and would make such records and the establishments and vehicles involved sub-
ject to our inspection. The bill would prohibit manufacture, possession (except
for one’s own use or use in one's household), or delivery of these drugs except
by regularly established manufacturers and wholesalers, pharmacies, hospitals,
physicians, and the like. The Secretary may exempt any such drugs, in whole
or in part, from regulation if he determines this to be consistent with the pro-
tection of the public health, and he is directed to exempt over-the-counter drugs
and, further, drugs which contain a atimulant, depressant, or hallucinogenic
substance in such combination, or in such negligible quantity or concentration,
that they will not cause the effect or have the potential for abuse at which the
bill is aimed. In view of the criminal element engaged in the traffic in these
drugs, authority for our inspectors to carry firearms could be conferred by the
Secretary. Civil and criminal sanctions for violations, including increased
penalties for sale of these drugs to minors and judicial seizure authority for
drugs involved in a violation, are also provided by H.R. 2.

The hill, as above indicated, also recognizes and deals with the growing and
hazardous problem of counterfeit drugs—those drugs which falsely purport,
by markings and labeling, to be medicines made by well-recognized manufacturers
but are, in fact, clandestinely manufactured by others with no concern for guality
or safety.

In view of the imminence of hearings before your committee, at which we ex-
pect to appear in general support of this bill and to explain fully the justification
for this measure, we shall not burden this report with a detailed analysis and
comment, or with a recital of the legislative and other studies and reports and the
long experience that demonstrates the urgent need for its enactment. ‘We shall,
however, summarize below our recommendations for clarifying and strengthening
amendments to the bill.

1. Form and manner of recordkeeping—The bill's recordkeeping provisions
will enable us to detect, sooner than we otherwise could, illegal diversions of
depressant and stimulant drugs. Except for the initial inventory which the bill
requires, its recordkeeping requirements can normally be fulfilled by records
traditionally kept by responsible business. However, as brought out in our
testimony, the provision that no separate records or set forms for records shall
be required “as long as records containing the required information are avail-
able” could, if literally construed, place an undue burden both on our inspectors
and on establishments subject to inspection. It would be preferable, we think,
to express the congressional intent in this respect in legislative history rather
than in the form of a rigid limitation in the bill, but if the provision is retained
we suggest that it be clarified by inserting the words “readily and conveniently”
(or words of like import) before “available” on page 7, line 25. This would
make clear that the required records are not to be kept in such disorder and
disarray as to prevent an expeditious inspection.

2. Procedure for listing drugs under the bill—It would be our purpose, if this
legislation is enacted, to consult knowledgeable scientists in and out of Gov-
ernment in determining which drugs should, from time to time, come within the
scope of section 201(v). While the provision for referral of these matters to
advisory committees is not needed by us to accomplish such consultation, we
would have no objection to an advisory committee procedure along the lines of
that proposed in the bill, to give industry the opportunity to call for an advisory
committee of outside scientists when it wishes to do so. If the advisory com-
mittee process is retained, however, we recommend that the bill require the record
of the proceedings of the committee to include, besides the data formally pre-
sented, a record of all contacts made with the committee or its individual
members with regard to the subject matter before the committee. The record
should reflect the data or other submissions outside of the formal proceedings
and should be available for review by any interested party as soon as the Secre-
tary publishes his order. These new provisions are suggested to act as a check
upon efforts to bring hidden or improper pressures upon committee members,
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We reiterate the suggestion, made in reports on predecessor bills, that a plenary
rulemaking procedure is not best suited to a proceeding in which scientific and
judgmental questions are likely to be primary, and that the provisions of section
4 of the Administrative Procedure Act allow ample room for presentation of the
issues. The bill's provision for an ad hoc advisory committee appointed from
a panel chosen by the National Academy of Sciences should be ample reassurance
to industry in this connection,

3. Seizure authority.—Section 6 of the bill provides for judicial seizure and
condemnation of depressant or stimulant drugs manufactured, compounded, pro-
cessed, sold, delivered, or disposed of in violation of the bill We suggest that
certain strengthening and clarifying amendments of a substantive and procedural
nature are desirable as means for more effective enforcement,

(@) Under the bill, a libel of information would have to be filed with the
appropriate Federal court and served by the U.S. marshal before violative de-
pressant or stimulant drugs or counterfeits could be detained. Obtaining the libel
and executing seizure under it usually takes several days, Arrests and seizures
are often executed far from the offices of Federal judges who issue the arrest
warrants and libels, Yet speed is often of the essence in these cases. An inspec-
tor who has personal knowledge of the violation or reasonable ground for the
belief that the violation has occurred should be empowered to detain and remove
the articles prior to the time a libel of information is filed. This would assure the
arrest of the articles until the usual Judiecial process can be issued.

(b) We suggest that the bill, or at least the legislative history, make clear
that a violation by failure to keep or afford access to proper records renders
the drugs involved subject to seizure and condemnation, a matter that in the
absence of such clarification may lead to litigation on this issue. We believe that
such violations, unless inadvertent, would usually be indicative of illicit manu-
facture or dealing. Seizure does not necessarily mean destruetion upon entry
of a decree of condemnation. The court could then, under section 304(d) of
the act, restore the drugs to their owner notwithst anding a decree of condemna-
tion if the violation is made good by preparing proper records of the drugs and
affording access thereto, which shounld be feasible for any reputable firm,

(¢) Provision should, we believe, also be made for the seizure and condemmna-
tion of machinery and other equipment used in the unregistered or otherwise
violative manufacture of stimulant or depressant drugs. Otherwise, the detection
of illegal manufacture of the drugs and their seizure could become essentially
4 mere annoyance to eriminals who will spirit the equipment to a new base for
manufacturing operations.

(d) We believe that the seizure and condemnation authority of section 6
should also extend, as is now ftrne of narcoties, to any conveyance in which
contraband stimulant or depressant drugs or counterfeit drugs are unlawfully
transported, carried, or held. Innocent third parties holding valid liens upon
such conveyances, and other innocent owners of such conveyances, should, of
course, be protected.

In this connection, we suggest that the bill make elear that 40 U.S.C. 3044,
which authorizes the U.S. district courts to turn over seized and condemned
articles to the seizing agency, for use in official business, is to be applicable to
articles validly seized and condemned under this bill, Presently, we rent auto-
mobiles for use in undercover work. This provision would allow the FDA,
within such limits as may apply under other applicable provisions of law, to use
in future investigations automobiles which have been seized by us and con-
demned by a court because of their previous involvement in an offense covered
by the bill.

These added enforcement provisions are basically comparable with provisions
in existing Federal laws to regulate illicit production and distribution of alcoholic
beverages and hard nareoties,

4. Authority to arrest and refer for prosecution.—We believe that the hill
should empower our inspectors to serve and execute arrest warrants and other
process with respect to violations involving depressant or stimulant or counter-
feit drugs, and should further authorize them to make arrest without a warrant
if the offense is committed in their presence or if, in the case of a felony, they
have probable cause to believe that the person arrested has committed or is
committing such an offense. Comparable powers are vested in marcotic agents
and certain other law enforcement officers in the enforcement of laws entrusted
to them.
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In this connection, a elarifying amendment to section 3035 of the act seems like-
wise desirable. That section provides that, before referring a case for prosecu-
tion to the U.S. attorney, we shall notify the person charged and give him an
opportunity to submit to us his views on the matter. This practice is generally
appropriate and followed in practice, but in certain types of cases, such as will
arise under this bill, prior notice to the person charged could seriously prejudice
the contemplated prosecution and the source of the illicit drug supply might
vanish before we could reach it. Hence, although as held by the Supreme Court,
compliance with section 305 is not a jurisdictional prerequisite to prosecution by
the U.8. attorney, it seems desirable to make clear in section 305 that it should
not be followed where the Secretary finds that to do so wonld jeopardize a
criminal proceeding or proceedings.

It should be emphasized, however, that such an amendment to section 305
would in no way obviate the need for the arrest powers recommended above
for these cases. In a few selected cases, in which prior notification to the person
charged would have seriously jeopardized the proceeding, it has, to be sure, been
possible to file a eriminal information without such prior notice. When such
informations have been filed (by the U.S. attorney), however—identifying the
defendant by name and specifying the nature of the violation—they have usually
become a public record. The premature availability of this information may
seriously impair our ability to trace distribution of illegal drugs back to the
source of supply. Although the defendant may wish to cooperate by assisting
us in apprehending his source of supply, the publicity attending his arrest could
alert and in the past has alerted the supplier, thus making contact with him diffi-
cult and hazardous. This arrest procedure is also cumbersome in that it requires
an initial illegal sale upon which the eriminal information can be based, and at
least a second contact coordinated to a time at which the U.S. marshal is avail-
able to serve the arrest warrant. Ordinarily, contacts with peddlers are made
entirely on the peddlers’ terms and are often subject to last minute changes,
delays, or postponements to avoid detection by law enforcement officials.

5. Counterfeit drugs—firearms for inspectors.—The various provisions of this
bill relating to counterfeit drugs will aid us in our attempt to eradicate the traffic
in these drugs. The provision permitting the seizure of equipment used to make
counterfeit drugs will aid the Government in destroying this noxiouns trade at
its foundation. These strong provisions are needed. Counterfeit drugs are not
manufactured under proper safeguards and controls; they are often subpotent
and contaminated. These drugs are both fraudulent and dangerous.

Hardened eriminals are becoming increasingly involved in the counterfeit
drug traffic as they are in the traffic in illegal depressant and stimulant drugs.
For this reason we recommend that section 8 of the bill—which would enable us
to authorize FDA inspectors to carry firearms while conducting investigations
or inspections relative to depressant or stimulant drugs—be extended to counter-
feit drugs.

We recommend enactment of the bill with the above-suggested modifications,
We are enclosing, for the committee’s convenience, draft language to carry ont
these modifications as well as certain additional technical suggestions made by
staff.

We are advised by the Bureau of the Budget that there is no objection to the
presentqar,iun of this report from the standpoint of the administration’s program.

Sincerely,
Wirevr J. CoHEN,
Assistant Secretary.

DrAFT OF AMENDMENTS To H.R. 2 To OARRY OUT RECOMMENDATIONS IN REPORT
OF DEPARTMENT OF HEALTH, EDUCATION, AND WELFARE, PLUs TECHNICAL Sug-
GESTIONS BY DEPARTMENT OF HEALTIH, EDUCATION, AND WELFARE STAFF

L AMENDMENTS TO CARRY OUT RECOMMENDATIONS IN THE DEPARTMENT'S REPORT

1. Amendment as to form and manner of recordkeeping.—On page 7, line 25,
insert “readily and conveniently” before “available”.

2. Procedure for listing depressant and stimulant drugs.—(a) Strike out lines
24 and 25 on page 3 and lines 1, 2, and 3 on page 4 (except the closing quotation
marks), and insert in lien thereof the following : “Regulations for the designation
of drugs pursuant to subparagraph (2) (C) or (3) of this paragraph shall be
issued, amended, or repealed upon publie notice of proposed rule making and in
accordance with the procedure set forth in seection 4 of the Administrative Pro-

43-876—65——2
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cedure Act but subject to the provisions of section 511(f) (relating to advisory
committees).”

(b) On page 10, line 19, strike out “T01(e) (1)” and insert “201(v)"”; on
page 12, line 14, strike out “shall”, and in lines 15 and 16 strike out “issue the
order required by section T0l(e)(1)"” and insert ‘“shall by order confirm or
modify any order theretofore issued by him upon the petition or other proposal
before him or, if no such prior order was issued before the referral to the
advisory committee, shall by order act upon such petition or proposal”.

(¢) On page 13, line 1, insert “or other matter, in whatever form and from any
source,” after “data”, and in line 2, after “advisory committee”, insert *, and
all written or oral contacts by any person with the committee or any member
thereof with respect to the subjectmatter before the committee (including the
matters submitted or discussed in such contacts)” ; and in line 3, add the follow-
ing sentence: “Such record shall, upon publication of the Secretary’s order
issned after consideration of the committee's report, be open to inspection by any
interested party.”

(d) Add closing quotation marks on page 13, line 24, and strike out the para-
graph beginning on page 13, line 25, and ending on page 14, line 11.

3. Judicial seizure and condemnation authority.—Amend section 6 (except
for the section heading) to read as follows:

“Sec. 6. (a) Subsection (a) of section 304 of the Federal Food, Drug, and
Cosmetic Act (21 U.S.C. 334) is amended by inserting ‘(1)’ after ‘(a)’ and
redesignating clauses (1) and (2) of the proviso thereto as ‘(A)’ and ‘(B)’,
respectively ; and by adding at the end of such subsection the following new
paragraphs:

*4(2) Except as otherwise provided in paragraphs (3) and (4) of this sub-
section, (A) Any depressant or stimulant drug with respect to which a prohibited
act within the meaning of section 301 (p) or (q) by any person has occurred,
(B) any drug that is a counterfeit drug, (C) any container of such depressant
or stimulant drug or of a counterfeit drug, (D) any conveyance in or upon which
such depressant or stimulant drug or a counterfeit drug has been or is being
transported, carried, or held, (E) any equipment used in manufacturing, com-
pounding, or processing a depressant or stimulant drug with respect to which
drug a prohibited act within the meaning of section 301(p) or (q), by the manu-
facturer, compounder, or processor thereof, has occurred, and (F) any punch,
die, plate, stone, labeling, container, or other thing used or designed for use in
making a counterfeit drug or drugs, shall be liable to be proceeded against at
any time on libel of information and condemned in any district court of the United
States within the jurisdiction of which such drug, container, or conveyance is
found.

“*(3) No conveyance used by any person as a common carrier in the trans-
action of business as a common carrier shall be forfeited under paragraph (2)
unless the owner or (except in the case of a railway car or engine) the person
in charge of such conveyance was at the time involved a consenting party, or
privy, to the illegal act described in clause (D) of paragraph (2).

“ ‘(4) No conveyance shall be condemned under paragraph (2) by reason of
any act or omission established by its owner to have been committed or omitted
by any other person while such conveyance was unlawfully in the possession of
such other person who acquired such possession in violation of the criminal laws
of the United States or of any State or Territory.

“ *(5) As used in this section, the term ‘conveyance' includes every deserip-
tion of vehicle, vessel, aircraft, or other contrivance used, or capable of being
used, as a means of transportation on land, in water, or through the air.’

“(b) (1) The first sentence of subsection (b) of such section 304 is amended by
inserting °, conveyance, equipment, or other thing proceeded against’ after
‘article’.

“(2) Subsection (d) of such section 304 is amended by inserting ‘(1)’ after
‘(a)’ and redesignating clauses (1) and (2) of the second sentence of such
subsection as ‘(A)’ and ‘(B)’, respectively; and by adding at the end of such
subsection the following new paragraphs :

**(2) The provisions of paragraph (1) of this subsection shall, to the extent
deemed appropriate by the court, apply to any conveyance, equipment, or other
thing which is not otherwise within the scope of such paragraph and which is
referred to in paragraph (2) of subsection (a).

“*(8) (A) Whenever in any proceeding under this section, invol ving paragraph
(2) of subsection (a), the condemnation of any conveyance or equipment or
thing (other than a drug) is decreed, the court shall allow the claim of any
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claimant, to the extent of such claimant’s interest, for remission or mitigation
of such forfeiture if such claimant proves to the satisfaction of the court (i) that
he has not committed or caused to be committed any prohibited act referred
to in such paragraph (2) and has no interest in any drug referred to therein,
(ii) that he has an interest in such conveyance, equipment, or other thing as
owner or lienor or otherwise, acquired by him in good faith, and (iil) that
he at no time had any knowledge or reason to believe that such conveyance,
equipment, or other thing was being or would be used in, or to facilitate, the
violation of laws of the United States relating to depressant or stimulant drugs
or counterfeit drugs.

“‘(B) In any proceeding under this section involving paragraph (2) of sub-
section (a), the Department of Health, Education, and Welfare shall, for the
purposes of the application of section 304 of the Act of August 27, 1935, 49 Stat.
880 (40 U.S.C. 304i), relating to the disposition of property forfeited by court de-
cree, be deemed to be the agency which seized such property if the seizure was
effected by or at the request of such department or an officer or employee thereof,
whether or not such seizure preceded the institution of the proceeding under
this section." "

4. Amendments as to authority of enforcement personnel.—Change the head-
ing of section 8 and the provisions of section 8(a) of the bill (p. 18, lines 17-24)
toread :

“POWERS AND PROTECTION OF ENFORCEMENT PERSONNEL

“SEc. 8, Section 702 of the Federal Food, Drug, and Cosmetic Act (21 USC
472) is amended by adding at the end thereof the following new subsection :

“‘(e) Any officer or employee of the Department designated by the Secretary
to conduct examinations, investigations, or inspections under this Act relating
to depressant or stimulant drugs or to counterfeit drugs may, when so authorized
by the Seeretary—

“*(1) ecarry firearms;

“4(2) execute and serve search warrants and arrest warrants:

“*(3) execute seizure by proecess issued pursuant to libel under section
304 ;

“‘(4) make arrests without warrant for offenses under this Act with
respect to such drugs if the offense is committed in his presence or, in the
case of a felony, if he has probable cause to believe that the person so
arrested has committed, or is committing, such offense ; and

“*(5) make, prior to the institution of libel proceedings under section
304(a) (2), seizures of drugs, containers, or conveyances, or of equipment,
punches, dies, plates, stones, labeling, or other things, if they are, or he
has reasonable grounds to believe that they are, subject to seizure and con-
demnation under such section 304(a) (2). In the event of seizure pursuant
to this paragraph (5), libel proceedings under section 304 (a) (2) shall be

instituted promptly and the property seized be placed under the jurisdiction
of the court.’”

IT. TECHNICAL AMENDMENTS SUGGESTED BY BTAFF

1. Insert “and counterfeit drugs” in the title of the bill after “depressant and
stimulant drugs”.

2. On page 4, at the end of line 14, insert “in conformance with local laws,”.
This is to parallel the same phrase on page 5, line 2.

3. On page &, line 15, insert the following after “is”: “(or in which such officers
or employees have reason to believe that it is)”.

4. On page 10, line 2, strike out “so”.

5. On page 17, line 10, strike out “204” and insert “334". (This change should
be disregarded if the section is rewritten as suggested above nunder point 1.3.)

6. On page 18, line 21, strike out “(g)” and insert “(e)”. (This change should
be disregarded if the revision suggested above under point 1.4 is made.)

7. On page 14, strike out the closing quotation marks in line 11 and insert
the following between lines 11 and 12 :

“(g) As used in this section and in sections 301 and 304, the term ‘manufac-
ture, compound, or process' shall be deemed to refer to ‘manufacture, prepara-
tion, propagation, compounding, or processing’ as defined in section 510(a), and
the term ‘manufacturers, compounders, and processors’ shall be deemed to refer
to persons engaged in such defined activities.”
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TaE GENERAL COUNSEL OF THE TREASURY,
Washington, D.C., January 28, 1965.
Hon. Orex HARRIS,
Chairman, Committee on Interstate and Foreign Commerce,
House of Representatives, Washington, D.C.

DEeAR Mg, CHatRMAN @ Reference is made to your request for the views of this
Department on H.R. 2, to protect the public health and safety by amending the
Federal Food, Drug, and Cosmetic Act to establish special controls for depressant
and stimulant drugs, and for other purposes.

The proposed legislation would amend the Federal Food, Drug, and Cosmetic
Act by making certain changes and additions providing for Federal regulation
of the manufacture, processing, distribution, and possession of “depressant or
stimulant drugs” moving in or otherwise affecting interstate commerce. Admin-
istration of the provisions of the bill would be vested in the Secretary of Health,
Education, and Welfare.

It seems clear that the abusive use of barbiturates, amphetamines, and other
habit-forming depressant or stimulant drugs which effect the central nervons
system has become extensive and is a contributing factor in juvenile delinquency,
crime, and in many deaths and accidents. Moreover, the existing laws do not
provide adequate controls to prevent the illicit distribution of these drugs.
Therefore, the Treasury Department favors enactment of legislation which would
accomplish this purpose.

The Department has been advised by the Burean of the Budget that there is
no objection from the standpoint of the administration’s program to the submis-
sion of this report to your committee.

Sincerely yours,
Frep B. SumrrH,
Deputy General Counsel.

VETERANS' ADMINISTRATION,
OFFICE OF THE ADMINISTRATOR OF VETERAN AFFAIRS,
Washington, D.C., February 9, 1965.
Hon. Orex HARRTS,
Chairman, Committee on Interstate and Foreign Commerce,
House of Representatives, Washington, D.C.

Dear Mi. CaAIRMAN : This refers to your request for a report by the Veterans'
Administration on H.R. 2., 80th Congress, a bill to protect the public health and
safety by amending the Federal Food, Drug, and Cosmetic Act to establish special
controls for depressant and stimulant drugs, and for other purposes.

The purpose of this bill, as disclosed by its title, is to place certain restrictions
on the manufacture, compounding, processing, counterfeiting, distribution, deliv-
ery, use, and possession of depressant or stimulant drugs in order to prevent
their misuse and thereby protect the pubile health and safety. “Depressant and
stimulant” drugs are defined, in general terms, as any drug containing barbiturie
acid and amphetamine, their salts and/or optical isomers, or other habit-forming
central nervous system stimulants, and includes any other drug that has a
potential for abuse because of its depressant or stimulant effect on the central
nervous system or its hallucinatory effect.

The provision of the bill most applicable to the Veterans’ Administration
would require our pharmacists to inventory and record all depressant or stimu-
lant drugs on hand, as of the effective date of the bill, and thereafter maintain
adequate disposition records on all such drugs. These records would then be
made available, at reasonable times, for inspection by an officer or employee of
the Department of Health, Eduecation, and Welfare,

We now maintain all prescriptions and pharmacy orders for a period of 2
years; therefore, the provision of the bill requiring records of depressant or
stimulant drugs sold, delivered, or otherwise disposed of, accompanied by the
name and address of the person from whom it was received and to whom it was
sold, delivered, or otherwise disposed of, would have very little effect on our
procedures, other than the taking of the initial inventory,

Although we now maintain a complete system of records with respect to these
depressant or stimulant drngs, and take every action necessary to insure against
their misuse, we support any action necessary to protect the publie health.

While there would be some additional recordkeeping required if this bill were
to be enacted, it would not present an insurmountable problem. We cannot
estimate the amount of increased cost, but it should not be excessive.
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In view of the public health advantages in legislation of this type, we recom-
mend favorable consideration of this bill by your committee.

We are advised by the Burean of the Budget that there is no objection from
the standpoint ofsthe administration’s program to the presentation of this report
to your committee,

Sincerely,
A. H. MoxK,
Acting Deputy Administrator.
{For and in the absence of W. J. Driver, Administrator).

INTERSTATE CoMMERCE COMMISSION,
Washington, D.C., January 28, 1965.
Hon, OreN HARRIS,
Chairman, Committee on Interstate and Foreign Commerce,
House of Representatives, Washington, D.C.

DEAR CHATRMAN HARmIs: In response to your request of January 19, 1965, 1
am authorized to submit the following comments with respect to H.R. 2 on behalf
of the Commission’s Committee on Legislation.

Under section 204(a) of the Interstate Commerce Act the Commission is
charged with the responsibility of establishing reasonable requirements for the
safety of operation and equipment of common carriers by motor vehicle. In the
discharge of this duty the Commission has investigated many serious accidents
involving motor carriers and also has inspected numerous motor carriers while
en route. These investigations and inspections reveal that on numerous occasions
amphetamine drugs have been found in the possession of truckdrivers.

1 know you are aware how difficult it is to establish conclusive proof that
drugs have been used by commercial drivers involved in accidents. Rarely is it
possible for the Commission to be at the scene of an accident or to initiate
an investigation until some time after an accident has occurred. We necessarily
depend heavily upon the investigation made at the scene by State and local
officers, many of whom may not be aware of the significance of the problem.
Despite these limitations, our experience convinces us that the use of such drugs
by drivers of motor carriers is extensive and is frequently the cause of accidents
which result in serious injury or death.

The Commission is convinced that the use of stimulant and depressant drugs
by drivers of motor earriers is increasing, and that misuse of these drugs creates
a grave threat to highway safety. We believe that there is an urgent need for
more effective control over the manufacture and distribution of such drugs.

Although we are unable to offer any helpful comment on specific provisions of
the bill, we strongly favor the objectives of H.R. 2.

Respectfully submitted.

CHARLES A. WERR,
Chairman, Committee on Legislation.

Joux W. BusH.

EvererT HUTCHINSON.

GENERAL COUNSEL OF THE DEPARTMENT OF COMMERCE,
Washington, D.C., February 18, 1965,
Hon. OrReEN HARRIS,
Ohairman, Committee on Interstate and Foreign Commerce,
House of Representatives, Washington, D.C.

DeAR Mr. CHAIRMAN: This letter is in further reply to your request for the
views of this Department with respect to H.R. 2, a bill to protect the public
health and safety by amending the Federal Food, Drug, and Cosmetic Act to
establish special controls for depressant and stimulant drugs, and for other
purposes.

H.R. 2 is a public health measure which would provide for the regulation of
depressant and stimulant drugs such as barbiturates and amphetamine. With
certain specified exceptions, persons are prohibited from manufacturing, com-
pounding, processing, or possessing these drugs, or selling them to unauthorized
persons. Records of stock on hand must be kept for 3 years by manufacturers,
processors, and sellers. The Secretary of Health, Education, and Welfare may,
by regulation, exempt any of these drugs from the prohibition if such regulation
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is not necessary for the protection of the public health. The operation of State
law in this field is protected.

The bill also provides for the establishment of an advisory committee of im-
partial experts to advise the Secretary of Health, Education, and Welfare, at the
latter’s request, on matters relating to whether or not a drug, which may be the
subject of controversy, “has a depressant or stimulant effect on the central
nervous system or a hallucinatory effect” : and it gives drug manufacturers who
may object to the listing of a drug as having the above undesirable effects an
opportunity to request the referral of the matter to the advisory committee for
study. Its findings are then to be submitted to the Secretary of Health, Educa-
tion, and Welfare for determination of the drug’s status. The bill also makes
the counterfeiting of drugs a Federal offense,

The Department of Commerce fully recognizes the evils and dangers attend-
ant upon the unregulated and indiseriminate use of and trafficking in habit-
forming drugs, particularly those arising from their sale to minors. We have
supported legislation to protect the consumer and provide high business standards
for proper labeling and packaging of food, drugs and other consumer commodities.

The bill also seeks to reduce the burden to business in various ways. The
inspection provisions in the bill are clearly limited. Inspectors are not permitted
to examine financial, pricing, personnel, nor research data. They also are pro-
hibited from inspecting sales data other than shipments. Separate records or
set forms for data would not be required as long as records containing the required
information were available,

We recommend that it be made plain in the legislative history that the authority
to control any depressant or stimulant drug which has the “potential for abuse”
means that such potential must be elear and not remote and speculative,

We have been advised by the Bureau of the Budget that there would be no
objection to submission of our report from the standpoint of the administration’s
program.

Sincerely,
RoseErT E. GILES.

FEDERATL TRADE COMMISSION,
Washington, D.C., February 23, 1965.
Hon. OrREN HARRIS,
Chairman, Committee on Interstate and Foreign Commerce,
House of Representatives, Washin gton, D.C,

DeAR MR. CHAIRMAN : This is in response to your request of January 19, 1965,
for comment on H.R. 2. 8th Congress, 1st session, a bill to protect the publie
health and safety by amending the Federal Food, Drug, and Cosmetic Act to
establish special controls for depressant and stimulant drugs, and for other
purposes.

The purpoes of the bill is to control the illicit traffic in depressant, stimulant.
or hallucinatory drugs by strictly regulating their manufacture, possession, and
sale. These drugs, barbiturates, amphetamine, and similar substances—are to
be regulated in a manner comparable to the control of nareotic drugs under the
Harrison Narcotic Act (26 U.S.C. 4731 ), and of marihuana under the Marihuana
Act (26 U.8.C. 4761).

The bill also contains provisions relating to the counterfeiting of drugs, with
the term “counterfeit drug” being defined as “a drug which, or the container or
labeling of which, bears the trademark, trade name, or other identifying mark,
imprint, or device of a person other than the person or persons authorized to
use it on such drug, container, or labeling, or which bears any likeness thereof.”

As we understand the practice of “counterfeiting” drugs proscribed by section
9 of the bill, it could in some instances be regarded as an unfair or deceptive act
or practice in commerce within the purview of section 5 of the Federal Trade
Commission Aet as well as “misbranding” within the meaning of section HO2(i)
of the Federal Food, Drug, and Cosmetic Act, If the Commission determined
that a proceeding would be in the public interest, it would thus be empowered to
act under section 5(b) of the act. However, the Commission is of the view that
if a prohibition of counterfeiting like that contained in section 9 of the bill is
found warranted, it could more effectively be administered by the Food and
Drug Administration (as is provided for in the bill) than by the Federal Trade
Commission.
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Also. it is our belief that the regulation of the illicit traffic in depressant and
stimulant drugs does not have any relationship to the operations or activities of
the Federal Trade Commission.

By direction of the Commission :

Pavur Raxp Dixox, Chairman.

N.B.—Pursuant to regulations, this report was submitted to the Bureau of the
Budget on February 18, 1965, and on February 19, 1965, the Bureau of the
Budget advised that there is no objection to the submission of this report from
the standpoint of the administration’s program.

JoserpH W. SHEA, Secretary.

DEPARTMENT OF JUSTICE,
OFFICE oF THE DEPUTY ATTORNEY GENERAL,
Washington, D.C., February 23, 1965.
Hon, OREN HARRIS,
Chairman, Committee on Interstate and Foreign Commerce,
House of Representatives, Washington, D.C.

Desr M. CHATRMAN : This is in response to your request for the views of the
Department of Justice concerning the bill (H.R. 2) to protect the public health
and safety by amending the Federal Food, Drug, and Cosmetic Act to establish
special controls for depressant and stimulant drugs, and for other purposes.

The bill would amend the Federal Food, Drug and Cosmetic Act to establish
greater control over the manufacture and distribution of depressant and stimu-
lant drugs, including barbiturates, amphetamines, and other similar drugs, and
provide stricter controls over the traffic in counterfeit drugs. In order to achieve
these objectives the bill would require all persons who manufacture, process,
and distribute such drugs, with the exeeption of physicians acting in the course
of their professional practice, to maintain suitable records reflecting the distribu-
tion of the drugs from their manufacture to their disposition to an ultimate con-
sumer. Such records would be required to be open for inspeciton by authorized
representatives of the Secretary of Health, Education, and Welfare. Also, the
bill wonld authorize the broad inspection of factories, warehouses, establishments,
and vehicles in which the drugs are processed and held. Further, all processors
producers, and wholesalers of the drugs would be required to register with the
Secretary. The bill would provide criminal penalties for failure to comply with
any of its requirements and would authorize seizure and condemnation of drugs
not meeting such requirements.

The bill would, in general, implement that the portion of the President's health
message of January 7 of this year in which he recommended legislation “to bring
the production and distribution of barbiturates, amphetamines, and other psycho-
toxic drugs under more effective control” (H. Doc. No. 44, 89th Cong.). We
favor this objective and believe that the bill will achieve the desired purpose.
However, we feel that the measure should be amended in two respects.

Section 511(d) (1) would require every person selling, delivering or otherwise
disposing of any depressant or stimulant drug to maintain complete and accurate
records of the kind and quantity of each drug received, sold or delivered, the
name and address of the person from whom it was received and to whom sold or
delivered, and the date of the transaction. Under this language, carriers would
be required to maintain such records. There is no provision, however, requiring
shippers of drugs to advise a carrier whether the shipment consists of such drugs ;
accordingly, requiring carriers to comply with the absolute terms of 511(d) (1)
is unreasonable. However, section 511(d) (2) (A) (pertaining to the inspection
of records by representatives of the Seeretary) raises some doubt concerning
the keeping of records by carriers. That subsection states that “Every person
required by paragraph (1) of this subsection to prepare or obtain, and keep,
records, and any carrier maintaining records with respect to any shipment con-
taining any depressant or stimulant drug” [emphasis added] shall permit their
inspection. This language implies that carriers are not absolutely required to
maintain the records preseribed by section 511(d) (1). If carriers are intended
to be excluded from the mandatory keeping of records, it should be expressly
stated.

Section 9 of the bill would provide for stronger measures to combat traffie
in counterfeit drugs. While we favor stricter controls over such drugs where
public health is endangered, we object to the definition of “counterfeit drng™
contained in section 9(b) (2) of the bill. We are advised that the Department
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of Health, Education, and Welfare has submitted a proposed substitute definition
of “counterfeit drug" reading as follows

“The term ‘counterfeit drug’ means a drug which, er the container or labeling
of which, without authorization, bears the trademark, trade name, or other
identifying mark, imprint, or device, or any likeness thereof, of a drug manu-
facturer, processor, packer or distributor, other than the person or persons who
in fact manufactured, processed, packed or distributed such drug and which
thereby falsely purports or is represented to be the product of, or to have
been packed or distributed by such other drug manufacturer, processor, packer
or distributor.”

We approve of this revised definition and believe that it would strengthen
the legislation.

Two typographieal errors are noted in the bill. In section 6, on line 10, page
17, the citation “(21 U.8.C. 204 (a) )" should read “(21 U.S.C. 334(a)).” Also,
in section 9, on line 18, page 20, the eitation “(21 U.8.C. 331(¢c) )™ should be
“(21U.8.C.3831(1)).”

The Burean of the Budget has advised that there is no ohjection to the sub-
mission of this report from the standpoint of the administration’s program,

Sincerely,
RAMSEY CLARK,
Deputy Attorney General.

NATIONAL ACADEMY OF SCIENCES,
Washington, D.C., February 10, 1965,
Hon. OrReN HARRIS,
Chairman, Commitice on Interstate and Foreign Commerce,
House of Representatives, Washington, D.C.

DEAR ConGRESSMAN Harris: This letter is concerned with a bill, H.R. 2, to
establish special controls for depressant and stimulant drugs, which we under-
stand is before the Committee on Interstate and Foreign Commerce,

My immediate purpose in writing to you is to raise the question of the wisdom
of one particular provision of the bill, directly involving the services of the
National Academy of Sciences. This is contained in the proposed section
S11(f) (5) of the Food, Drug, and Cosmetic Act. Under the bill, certain
advisory committees would be appointed by the Secretary of Health, Eduecsa-
tion, and Welfare from panels of names submitted to him by the Academy. The
arrangement is presumably modeled after a procedure laid down in the pesticides
amendments to the Food, Drug, and Cosmetic Act.

Our experience with the pesticides amendments, under which we have named
a number of panels to the Commissioner of the Food and Drug Administration,
has led us to feel that the procedure there specified is mot entirely sound or
satisfactory,

First, the proper scientific and technical halance of such a committee is a
most important factor in its effectiveness. The Academy is reluctant to name
a panel without having responsibility for the final selections and appointments.
Further, the Academy is reluetant to ask individuals to serve without then being
able to insure that the information, facilities, and resources provided to them
are fully commensurate with the need for the utmost care and wisdom in their
deliberations and conclusions. I make this point as a matter of sound prin-
ciple and practice, entirely without implication as to the way the pesticide
arrangement has operated in the past: indeed, I can assure you that no one
serving on any committee appointed under those amendments has ever complained
to the Academy with regard to these matters,

Second and more important, it is our conviction, born of our experience, that
questions of the kind with which the specially appointed committees will be
called upon to deal are not best treated on an ad hoce basis. If there is to be
consistency together with a growing body of sound philosophy in the advice
given to the Secretary of Health, Education, and Welfare in these very difficult
matters, it should be sought from a standing committee that has had an oppor-
tunity to become familiar with the law and with the policies, practices, and
problems of the Department. It is true that the specific cases encountered are
likely to be so different as to be beyond the competence of any single committee :
but a standing committee can always consnlt with appropriate experts when
the situation calls for highly specialized knowledge.

We have on several occasions in the past recommended that a system of ad-
visory committees, named from among the most competent scientists of the
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country, be formed by the Food and Drug Administration within its own
structure to assist the Commissioner in the discharge of his responsibilities.
We understand that committees advisory to the Administration’s Burean of
Medicine and several of its subdivisions have recently been appointed. These
might go far toward meeting the present need.

In a discussion of this matter during the past weekend the Council of the
National Academy of Sciences agreed that for the Academy to serve its most
appropriate and useful purpose as a non-Federal body, it should not be directly
involved in the administrative and regulatory actions of the Food and Drug
Administration. It seems clear that advisory groups appointed as part of a
governmental appeal procedure may have to be closely controlled by special
regulations and limitations, and that these may not be compatible with the
practices of the Academy in the discharge of its fundamental and historie fune-
tion of advising the Government without direct involvement in the Govern-
ment’s internal administration.

At the same time the Academy, if called upon, would be glad to assist the
Food and Drug Administration in the establishment of its own advisory
resources, both for dealing with general questions and for specific regulatory
problems, The Academy already has a Drug Research Board, established in
part to consider basic principles and practices in the advancement and control
of the uses of drugs,

I hope that you will give consideration to our position in this matter. We
are prepared, of course, to discuss it with the committee or its staff in any
way that will be helpful.

In respect of the major purpose of H.R. 2, T want to assure you that the
Committee on Drug Addiction and Narcotics of our Division of Medical Seciences,
which has for 35 years played a prominent role in the promotion of research
on the abuse of drugs, is convinced that designated categories of stimulant and
depressant drugs should be brought under more effective control. That committee
is in full sympathy with the primary purposes of the bill. Its Chairman, Dr.
Dale Cameron, has testified at the current hearings.

Sincerely yours,
FrEDERICK SErTz, President.

Mr. Seringer. Mr. Chairman ?

The Caamrman. Mr. Springer.

Mr. Seringer. I have a short statement, which is as follows:

The increasing threat to public health and safety from the illicit
traflic in and misuse of stimulant and depressant drugs is now well
recognized. Government and industry alike are determined to di-
minish and, hopefully, remove this hazard by strengthening the ma-
chinery for control. H.R. 2 is intended to accomplish this end.

There have been other bills in the previous Congress on this sub-
ject. Ome such bill Eas&a&d the Senate and this committee carefully
considered the desirability of acting quickly on a similar measure to-
ward the end of the 88th Congress. Because there was room for
controversy and misunderstandings concerning the best methods for
control, and the drugs needing control, it was decided, and I think
wisely, to defer action until the 89th Congress, when thorough con-
sideration could be given to these very important issues.

Since that time there has been much work done by the staff of this
committee, the Government agencies concerned, and the industries to
which the new law would apply are trying to work out a bill strong
enough to catch the transgressor and fair enough to put a limit on the
administrative burden necessarily inflicted upon legitimate and serup-
ulous manufacturers and distributors of these products.

To say that HLR. 2 meets all these requirements would be to prejudge
the case before hearing the witnesses, who undoubtedly will disagree on
some provisions. It can be said, however, that in this bill we have an
excellent starting point to work out sound and proper legislation for
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the control of present abuses in the use, distribution, and widespread
counterfeiting stimulants and depressants.

Thank you, Mr. Chairman.

The Caamyan. I thank you for your splendid statement.

The first witness will be the Honorable George P. Larrick, Com-
missioner of the Food and Drug Administration, Department of
Health, Education, and Welfare.

Commissioner Larrick, we will be glad to hear from you. I believe
you have some of your staff members with you. I think it would be
appropriate to identify them for the record.

STATEMENT OF HON. GEORGE P. LARRICK, COMMISSIONER OF
THE FOOD AND DRUG ADMINISTRATION, U.S. DEPARTMENT OF
HEALTH, EDUCATION, AND WELFARE; ACCOMPANIED BY
WINTON B. RANKIN, ASSISTANT COMMISSIONER; AND DR.
JOSEPH F. SADUSK, JR., DIRECTOR OF MEDICINE

Mr. Larrrck. Mr. Chairman, in 1962 a bill bearing your name was
handled by this committee and became law, and imposed a tremendous
responsibility on the Food and Drug Administration, particularly
in the medical field.

I would like to introduce to the committee today the gentleman who
handles that responsibility: Dr. Joseph F. Sadusk, Jr., on my ri ght,
is the new Director of Medicine for FDA. He has been with us since
last April. He served on the faculties of Yale, Stanford, New York
College of Medicine, and George Washington University. He is a
distinguished physician. He came to us from George Washington
University Medical School as chairman of the department of pre-
ventive medicine and community health, and director of the clinics.

I think the country and the FDA is most fortunate in having a man
of this caliber to keep us on a straight path so far as the medicine in-
volved in enforcing the law that you handle is concerned.

Mr. Winton B. Rankin, Assistant Commissioner, on my left, has been
before you many times with me.

The Cramyan. Glad to have you back with us, Mr. Rankin.

Mr. Raxkin. Thank you.

The Cramyan. I hope as a result of our 1962 act we didn’t give
you too hard a job, and that you have not found it so difficult to carry
out that your problems have been insurmountable.

Mr. Larrick. We have had problems, Mr. Chairman, but I think
we will handle it.

The Caamrman. Very good.

You may proceed.

Mr. Larrick. It is a pleasure to appear before you today to discuss
the pressing need for improved controls over the distribution of de-
pressant, stimulant, and hallucinatory drugs and of counterfeit drugs.
Existing law is inadequate. President Johnson, in his January 7
message on “Advancing the Nation’s Health,” recommended legisla-
tion to bring production and distribution of these drugs under more
effective control. H.R. 2, now before your committee, goes a long way
toward meeting this problem.

We appeared before this committee with the former Secretary of
our Department, Senator Ribicoff, in June 1962 when the committee
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was holding hearings on H.R. 11581, a bill you introduced to give
effect to the President’s recommendations for strengthening the Fed-
eral drug laws. Part C of title I of that bill provided special con-
trols for barbiturate and stimplant drugs. Secretary Ribicoff urged
adoption of these controls to combat the serious public health problems
stemming from the abuse of these drugs.

Mr. Chairman, these serious problems have not abated during the
215 years since that testimony was delivered. In that period, July
1962 through December 1964, there have been 311 convictions under
the present inadequate Federal law for illegal sales of prescription
drugs. Of these, 299 involved drugs covered by the provisions of
H.R. 2. Tranquilizers were involved in 67 of these cases.

Most of the drugs we will be discussing here today are valuable
therapeutic agents. Barbiturates are central-nervous-system depres-
sants used in a variety of conditions where a hypnotic or sedative
effect is desired. Amphetamines and similar central-nervous-system
stimulants are used in the treatment of depression and the control
of appetite. Tranquilizers aid in the treatment of distressed and
disturbed patients. Unfortunately, however, these and similar acting
drugs are subject to widespread misuse and abuse for nonmedical
purposes. Their nonmedical use on a do-it-yourself basis has con-
tributed to the rising toll of deaths on our highways, juvenile delin-
quency, violent and bizarre crimes, suicides and other antisocial
behavior.

As early as 1951, the Subcommittee on Narcotics of the House Com-
mittee on Ways and Means under the chairmanship of Congressman
Hale Boggs explored the problems created by illegal sales and abuse
of barbiturates and considered the action needed to correct the situa-
tion. It considered the possibility of subjecting barbiturate drugs
to controls similar to those applying to narcotics such as opium and
heroin. Evidence was presented before the committee to establish
that barbiturates had habit-forming properties, resulted in serious
withdrawal symptoms when the drugs were discontinued, and posed
the hazard of accidental overdosage and death. Indeed, barbiturates
were shown to be a major cause of accidental death from poisoning—
where the patient’s brain was “put to sleep” by overdosage. Dr.
Paul B. Dunbar, then Commissioner of Food and Drugs, believed
that narcotic type controls were needed since barbiturates were being
used in the same illicit manner as narcotics, were being distributed
through bars, motels, houses of ill repute and similar outlets. The
investigative and enforcement techniques needed to apprehend the
vendors of such drugs were the same as those used by the Bureau
of Narcotics against narcotic violators. Our department and other
agercllcies concluded, however, that less stringent controls should be
tried.

During the 84th Congress, the House Subcommittee on Narcotics
again held hearings to consider the need for additional Federal legis-
lation in this area. By that time, the illegal distribution of ampheta-
mines had become a widespread problem, so the hearings covered
them as well as barbiturates. The subcommittee recommended to
the Ways and Means Committee in 1956 that the manufacture and
distribution of both amphetamines and barbiturates should be sub-
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ject to more stringent Federal controls, including penalties for their
unauthorized possession.!

The subcommittee concluded that these drugs should be regulated
under the commerce clause of the Constitution rather than the taxing
power.

The subcommittee found, among other things, that illicit traffic
in these drugs, unlike the traffic in narcotics, attacked small as well
as large communities. It found that a problem of growing propor-
tions had been created by chronic users of barbiturates and ampheta-
mines who were a menace to the public when driving on our streets
and highways. In our experience, these findings are more significant
today than they were in 1956. Since that time, the problem has
grown by leaps and bounds.

The illegal traffic in amphetamines spawned in the truck sto S,
service stations, and roadside taverns has spread throughout the
Nation. Organized rings bootleg barbiturate and amphetamine
drugs. Nearly 1 million amphetamine tablets were seized in No-
vember 1962 from a man who offered to sell FDA and Tennessee
investigators one-half million tablets at a time. Some of these rings
cover many States, and deal in millions of tablets and capsules.
Amphetamines, for example, can be purchased at wholesale at less
than $1 per thousand, and sold at wholesale in the illegal traffic at
$30 to $50 per thousand, and at retail at 10 to 25 cents each, and more.
The very substantial profits involved have contributed to the magni-
tude of dealing with this problem.

The early development of illegal traffic in amphetamines ocenrred
primarily along truck routes. Truckdrivers learned that use of
these drugs permitted them to drive for longer periods without rest
or to make more trips per week. So, some drivers started using them.
Unfortunately, they did not realize that, while the drugs stimulate
the nervous system, they do not eliminate physical fatigue. They
mask fatigue, and ultimately the driver suffers seriously impaired
reflexes, dangerous hallucinations, or periods of semiconsciousness
while driving. This faced us with a new inspectional problem in-
volving the diversion of amphetamines from the legitimate channels
of wholesale and retail drug dispensing to sale in restaurants, bars,
and truck stops. We had the new task of finding where the diversions
were occurring and seeking to bring to justice both the diverters
and the illegal merchants.

I wish to strongly emphasize, Mr. Chairman, that the trucking
associations and others interested in highway safety have gone to
great lengths to acquaint drivers with the hazards resulting from the
use of amphetamines. And, obviously, most of the truck drivers of
this country do not resort to their use.

But the tragic results of abuse of barbiturates and amphetamines by
teenagers were graphically described in testimony presented in 1962
before the Subcommittee to Investicate Juvenile Delinquency, Senate
Judiciary Committee.?

In an effort to assess the use and potential misuse of the drugs, which
at present constitute the main problem, we conducted a survey of all

! Report to the Homse Committee on Ways and Means from the Subcommittes on
Narcotles, p. 24, May 10, 1956,

* Hearings before the Subcommittee To Investizate Juvenile Delinqueney, Senate Com-
mittee on the Judiciary, 87th Cong., 2d sess., pts. 12, 13 ; 1062,
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known manufacturers, brokers, and distributors of basic amphetamine
and similar stimulant chemicals and of barbiturates. We wanted to
obtain accurate and current information about the amounts produced,
the amounts exported and imported and the identity of all firms en-
gaged in such enterprise. Unfortunately, our survey of production
figures was incomplete because records kf!]l:t. by several basic manufac-
turers were grossly inadequate and also because two of the Nation’s
largest pharmaceutical firms declined, as was then their legal right, to
provide the information requested. Nevertheless, we did learn that at
least enough basic material was produced in 1962 to make over 9 bil-
lion doses of barbiturates and amphetamines combined. Probably
half of these ended up on the bootleg market.

While we have been discussing barbiturates and amphetamines al-
most exclusively, it is important to point out that this bill is aimed
also at other types of drugs capable of causing similar or related ill
effects and there are a number of such drugs already known to be mis-
used to some extent. For example, you may recall rather extensive
publicity a few years ago about serious abuses that have developed
around some of our larger educational and research institutions from
experimentation with drugs which produce hallucinations and other
mental aberrations when administered in minute doses. One of these
is a chemical commonly referred to as L.SD-25, its chemical name is
d-lysergic acid diethylamide tartrate. In addition to producing the
immediate hallucinations and aberrations which the experimenters
sought, this drug has been found capable of inducing lasting changes
in the mental and emotional stability of some users; and, there are
instances in which college students who took doses of the drug for
thrills or for nonscientific experimentation became disturbed to the
point that they had to leave college or event, enter mental institutions.
The drug also produces strong suicidal tendencies in some victims.

Mr. Chairman, we have completed a criminal action against two
men who were arrested on April 3, 1963, when they attempted to sell
an undercover FDA inspector $15,000 worth of LSD-25 at his home.
On other occasions, they had offered over $165,000 worth of the drug
to FDA undercover inspectors.

The defendants, Bernard Roseman and Bernard Copely, were
charged with nine counts of smuggling, misbranding the drug, dis-
pensing a preseription drug without a preseription, and conspiracy.
The Honorable George B. Harris sentenced Copely and Roseman to
b years each on two smuggling charges, and 1 year each on seven
charges of violation of the Federal Food, Drug, and Cosmetic Act.
In sentencing the defendants, Judge Harris remarked that the Food
and Drug authorities should recommend legislation appropriate to
deal with these types of drugs to interested congressional committees.?

Mr. Chairman, this is what we are doing today.

Tranquilizers are being increasingly implicated by medical evidence
as agents of drug abuse. In an article appearing in the August 10,
1963, issue of the Journal of the American Medical Association, mem-
bers of the Public Health Service's National Clearinghouse for Poison
Control Centers reported on 968 cases of tranquilizer ingestions occur-

® U'nited States v. Roseman, DND Calif. (Crlm. No. 39,833), June 3, 1964,
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ring from July 1959 through December 1960. In conclusion. the
authors stated :

Intentional ingestion was known to be the etiological basis in 35 percent of
the cases reviewed. It becomes evident that the popularity of tranquilizers as

suicidal agents must now rival that of the barbiturates® It is reasonable to
assume that most of these were drugs dispensed on preseription.

In a study conducted at the Boston City Hospital, Boston, Mass.,
from October 1961 to May 1962, a total of 82 drug abusers and addicts
was reported. Of the 82, 44 were addicted to narcotics, 24 were
abusers of barbiturates and amphetamines, 10 abused tranquilizers,
and 2 each abused bromides and inhalers.

Authorities in the field, including Dr. Hamburger, have taken the
position that many of the tranquilizers are very close to the barbitu-
rates in their effects, although not in chemical structure. Tranquilizers,
like barbiturates, can cause tolerance and psychic and physical de-
pendence.® The addicting properties of meprobamate have been rather
extensively reported in the literature, and this literature clearly shows
that this drug and certain others of the so-called tranquilizers are sub-
ject to abuse. Mr. Chairman, I now offer copies of the cited articles
for the record.

The Crarryan. We would be glad to have that. Is this an article
by Dr. Carl F. Essig?

Mr. Larrick. It is each of the articles which T have specifically re-
ferred to in my testimony, and which are listed as footnotes in the copy
of the testimony you have before you. “The Problem of Barbiturates
in the United States” by Joel Fort, M.D.. from the Bulletin on Nar-
cotics of January to March 1964 ; “Barbiturate Use in Narcotics Ad-
dicts” from the Journal of the American Medical Associa tion, August
3, 1964 ; “Misuse of Valuable Therapeutic Agents, Barbiturates, Tran-
quilizers, and Amphetamines,” a report by the committee on public
health of the New York Academy of Medicine: “Drug Abuse and Ad-
diction Reporting in a General Hospital,” John A. Schremly, M.D.,
and Philip Solomon, M.D., Boston. And, finally, “Overdosage Effects
and Dangers From Tranquilizing Drugs,” Charles H. McKown, et al.,
in the Journal of the American Medical Association for August 10,
1963,

The Cramyman. Have you had occasion to read the article by Carl
F. Essig, of Lexington, Ky., of the National Institutes of Mental
Health, the addition and research center of the 1).S. Department of
Health, Education, and Welfare?

Mr. Larrrck. Dr. Sadusk has it with him. He and his staff have
reviewed it with care,

The Cramyan. Well, T have read a part of it—since it deals with
the subject from another source I \mn({er if there would be any ob-
jection to it being included in the record, too?

Mr. Larrick. No, I think that is an excellent suggestion, sir, so we
offer it also. o

* McKown, Verhulst, and Crotty, “Overdosage Effects and Danger From Tranquilizing
Drugs.” 185 J.A.M.A. 425, 430 (1963).

8 Schremly and Solomon, “Drug Abuse and Addiction,” 189 J.AM.A. 512 (1064).

? “Misuse of Valuable Therapeutie Agents: Barbiturates, Tranquilizers, and Ampheta-
mines,” a report by the committee on public health, the New York Academy of Medieine,
?ilr;]yMTil, 1964. Hamburger, “Barbiturate Use in Narcotics Addicts,” 189 J AM.A, 364

Fort, “The Problem of Barbiturates in the United States,” 16 Bulletin on Narcotles,
17, 31 (1964).
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The Cramman. Let them be included in the record following the
statement.

I think probably your entire statement should be included in the
record, as you desire here this morning, along with the footnotes,
because I think they are important for reference.

Mr. Lagrick. Thank you, Mr. Chairman.

President Kennedy, in his consumers’ protection message of March
15, 1962, recommended legislation which would establish an enforcible
system of preventing the illicit distribution of habit-forming barbitu-
rates and amphetamines. In September 1962, the President called
the White House Conference on Narcotic and Drug Abuse. In dis-
cussing the problems associated with narcotics and other drugs, the
President said :

One problem meriting special attention deals with the growing abuse of non-
narcotic drugs, including barbiturates and amphetamines. Society’s gains will
be illusory if we reduce the incidence of one kind of drug dependence, only to
have new kinds of drugs substituted. The use of these drugs is increasing
problems of abnormal and social behavior, highway accidents, juvenile delin-
quency, and broken homes.

The abuses associated with the nonmedical use of barbiturates,
stimulant drugs, and tranquilizers were also considered in some detail
in the final report of November 1963, of the President’s Advisory
Commission on Narcotic and Drug Abuse. As you know, Mr. Chair-
man, President Johnson has directed the several agencies of the execu-
tive branch which have an interest in this matter to take sre‘)s to bring
the full power of the Federal Government to bear on the problem. On
July 15, 1964, President Johnson stated :

Narcotic and other drug abuse is inflicting upon parts of the country enormous
damage in human suffering, crime, and economic loss through thievery. The
Federal Government, being responsible for the regunlation of foreign and inter-
state commerce, bears a major responsibility in respect to the illegal traffic
in drugs and the consequences of that traffic. That responsibility is shared by
several departments of the Government and by a number of divisions, bureaus,
ete., within them. I now direet those units to examine into their present pro-
cedures, to bring those procedures into maximum activity, and wherever neces-
sary put into effect additional programs of action aimed at major corrections
in the conditions caused by drug abuse. I desire the full power of the Federal
Government to be brought to bear upon three objectives: (1) The destruction
of the illegal traffic in drngs, (2) the prevention of drug abuse, and (3) the cure
and rehabilitation of vietims of this traffic. Attention is called to the program
deseribed in the report of the President’s Advisory Commission on Narcotic and
Drug Abuse.

The FDA program against illegal distribution of these drugs is
conducted primarily by inspectional staffs located in 18 district offices.
However, investigation of illegal sales of preseription drugs represents
only a small part of our inspection activities. We must also inspect
over 100,000 food, drug, and cosmetic establishments and collect sam-
ples of their products. In fiscal year 1964, we used 56 inspector man-
years out of a total force of 687 man-years to investigate illegal drug
sales, primarily sales of amphetamines and barbiturates.

On the average, then, we used just a little over one man per State to
deal with this problem.

Mr. Chairman, the findings in sections 2 of H.R. 2, and their imple-
mentation in the operative parts of the bill, are particularly timely.
As you are aware, to regulate dangerous drugs under the Food, Drug,
and Cosmetic Act, we must prove that they are in interstate commerce.
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For some time, to be sure, courts have accepted testimony as proof of
interstate commerce when the tablets in question bore characteristic
markings and striations identified only with tablets known to be
manufactured outside of the State and when this evidence was sup-
ported by the testimony of an official of the Board of Pharmacy that
the powder from which the tablets were pressed was not manufactured
in the State,

On the other hand, on May 1, 1964, Hubert O. Boyd, trading at Pat’s
Truck Stop, was convicted at Richmond, Va., in a Federal court, on
three counts of illegal dispensing of amphetamines on this type of
evidence. On October 16, 1964, the Court of Appeals for the Fourth
Circuit reversed the conviction on these counts holding that the evi-
dence failed to establish that the drugs had been shipped in interstate
commerce. The Fifth Circuit on December 7, 1964, reached a dif-
ferent result in a similar case. This bill, if enacted, would resolve the
conflict. In order to make regulation and protection of interstate com.-
merce in barbiturates and amphetamines effective, regulation of intra-
state commerce is necessary because, among other things, such drugs,
when held for illicit sale, usually do not bear labeling showing their
place of origin. Moreover, to subject interstate commerce to the
needed controls without applying them to intrastate commerce would
have the effect of discriminating against and depressing interstate
commerce.

Mr. Chairman, T wish to address myself briefly to a few provisions
of section 3. The definition of the term “depressant or stimulant
drug” does not include tranquilizers by name; but, if this bill is
enacted, we intend to see that those that have a potential for abuse
are covered by regulation. The evidence we have cited indicates that
already certain tranquilizers are being abused. When the bill becomes
effective there will no doubt be a tendency to substitute such tranquil-
izers in the illicit traffic. 'We therefore, believe that they will require
controls such as those afforded by this bill.

The prohibition of possession of depressant or stimulant drugs by
unauthorized persons except for one’s individual or for other legal use
would give FDA an additional tool to deal with illegal trafic. The
unauthorized possession of drugs with such otentiality for harm as
those intended to be covered by H.R. 2, shouﬁ], in our view be a pro-
hibited act as the bill provides.

Most legitimate manufacturers and distributors keep records of
inventories and of receipts and deliveries withont compulsion of law.
Except for initial inventory which the bill would require, the record-
keeping provisions of H.R.'2 can be met by records traditionally kept
by responsible manufacturers, wholesalers, retailers, and hospitals.
A firm that fails to keep records on depressant and stimulant drugs
is, in our opinion, a proper candidate for suspicion. In our view the
provisions of the I)iﬁ which makes failure to keep required records
unlawful and subject to the criminal and civil sanetions of the Food
and Drug Act are essential. I would suggest two clarifying amend-
ments.

First, we believe that the bill, or at least its legislative history,
should make clear that failure to comply with the recordkeeping re-
quirements of the bill is ground for seizure of the drugs involved.
While I would so interpret the language of the bill as now drafted, I
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am told that this is not free from doubt under the language of section 6
in its present form. We can see no good reason why the failure to keep
these essential records or to afford access to them to our inspectors
should be any less a ground for seizure than direct proof of illicit
traffic in these drugs. Seizure need not result in ultimately depriving
a legitimate manufacturer or dealer of these drugs, because, as we
understand section 304(d) of the Food and Drug Act, the court would
be authorized to allow the violator to bring himself into compliance
by constructing and making available proper records of the drugs
involved, which should not be too difficult for a really legitimate manu-
facturer or dealer.

Second, Mr. Chairman, the bill’s recordkeeping provisions specify
that no separate records or set forms shall be required as long as
records containing the required information are available. We have
no quarrel with the spirit of this provision, for we have said in the
past that the type of records normally in use, such as invoices, shipping
records, or the like, would ordinarily serve, so long as they readily
afford the information desired. In its present form, however, this
provision would sometimes place an undue burden on both FDA and
the establishment being inspected. For example, a firm which manu-
factures tens or even hundreds of different articles might have all
of the required information on depressant or stimulant drugs con-
tained in invoices which may be filed with inveice for all products
the firm distributes. We ran into such a situation recently where we
inspected the records of a small firm in New York, having an annual
gross volume of only $250,000 in depressant and stimulant drugs. This
was less than 10 percent of the firm’s total gross volume. The records
on depressant and stimulant drugs were not segregated from the rec-
ords of other products. It took our inspectors 250 man-hours to check
these records. T would, therefore, suggest that, preferably, this provi-
sion be deleted from the bill and the matter be left to be worked ont
sensibly in practice in the light of appropriate language in the com-
mittee rvf}m'i', or at least that the provision be appropriately clarified,
perhaps by inserting the words “readily and conveniently’ before the
word “available” on page 7, line 25.

Ordinarily, manufacturers would prefer that our inspectors would
not remain in their establishment 250 man-hours.

Licensed practitioners authorized by their State law to use and
prescribe these drugs are exempt by the bill from accounting by
records for drugs dispensed in their professional practices. It has
been suggested that if physicians are exempt, so should be pharma-
cists, or vice versa. But there is a great quantitative difference in the
amounts of these drugs directly handled by these two professions.
There ave approximately 52,000 retail drugstores and 125,000 regis-
tered pharmacists in the United States. The great majority of these
professional people not only abide by the law but constitute on im-
portant source of information which aids our investigation. I am
personally proud to be an honorary member of the American Phar-
maceutical Association and the National Association of Retail Drug-
gists. Tess than 1 percent of this country’s pharmacists have been
convicted of illegally dispensing depressant or stimulant drugs since
1953. But even though this is a low percentage, it totals over 1,100
criminal convictions. Less than three dozen physicians have been so

43-876—65—3
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convicted. The application of the recordkeeping requirements is
therefore necessary and should be retained. If the committee wishes
to consider an amendment making the recordkeeping provisions of
the bill applicable to physicians also, the Department has no
objection.

The bill provides for the registration of wholesalers handling de-
pressant or stimulant drugs, and it requires manufacturers who are
already required to register generally under present laws, to indicate
that they are engaged in making such drugs. These provisions will
aid in preventing diversions from legitimate channels of distribution.

It would be our purpose, if this legislation is enacted to consult
knowledgeable scientists in and out of Government in determining
which drugs should come under the scope of the proposed section
201(v). While provision for referral of these matters to advisory
committees is not needed by the Government to accomplish such con-
sultation, we would have no objection to an advisory committee
procedure, such as that proposed in the bill, to give industry the
opportunity to call for an advisory committee of outside scientists
when it wishes to do so. If the advisory committee process is re-
tained, however, we recommend that the bill require the record of the
proceedings of the committee to include, beside the data formally
resented, a record of all contacts made with the committee or its
mndividual members with regard to the subject matter before the com-
mittee. The record should reflect the data or other submission ont-
side of the formal proceedings and should be available for review
by any interested party as soon as the Secretary publishes his order.
These new provisions are suggested to act as a check upon efforts to
bring hidden or improper pressures upon committee members. Your
committee may also wish to consider whether formal rulemaking
proceedings for the listing of a drug, as would be required under the
bill, are really needed for this purpose. Our experience indicates
that such a proceeding can drag on for years. You may wish to con-
sider, instead, utilizing the rulemaking procedure in section 4 of the
Administrative Procedure Aect. This section has been used exten-
sively under the Food, Drug, and Cosmetic Act; for example in the
promulgation of regulations for investigational use of new drugs.

Mr. Chairman, the seizure provisions under section 6 of H.R. 2, in
our judgment, do not give the Government all the authority it needs
for proper enforcement. Under the bill, a libel of information would
have to be filed before violative depressant or stimulant drugs or
counterfeits conuld be detained. Obtaining the libel and executing
seizure under it usually takes several days. Arrests and seizures are
often executed far from the officers of Federal judges who issue the
arrest warrants and libels. Time is often critical, especially when
contraband articles are carried in a vehicle. An inspector who has
personal knowledge of the violation or reasonable grounds to believe
that the articles are subject to seizure and condemnation should be
empowered to detain and remove the article prior to the time a libel
of information is filed. This would assure the arrest of the articles
until the usual process can be issued.

FDA inspectors should also be able to seize, and the courts should
be authorized to condemn, any conveyance in which violative stimu-
lant or depressant drugs or counterfeit drugs have been unlawfully
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transported, carried, or held. This provision would not apply to
conveyances stolen from their legal owners or common carriers, the
owners of which are not a party to such illegal transportation, car-
riage, or holding. Innocent third parties holding valid liens upon
such conveyances should also be protected. In this connection, we
suggest that the bill make clear, that the provisions of 40 U.S.C. 304 (1)
authorizing the district court to turn over to the seizing agency for
use in official business, any property condemned by the court, shall
apply to seizures under this bill. Presently, we rent automobiles for
use in undercover work. This provision would allow FDA to use
automobiles which have been seized and condemned because of their
previous illegal involvement in connection with future investigations,
These added enforcement provisions are basically comparable with
provisions in existing Federal laws to regulate illicit produetion and
distribution of aleoholie beverages and narcotics.

Mr. Chairman, I have been asked to advise you that the Justice
Department has not had an opportunity to give this matter of seizures
of vehicles full consideration, and if the committee decides to provide
for forfeiture of automobiles, it may wish to seek the advice of that
Department.

Provision should also be made for the seizure and condemnation
of machinery and equipment used in the unregistered or other unlaw-
ful manufacture of stimulant or depressant drugs. Otherwise, the
detection of illegal manufacture of the drugs and their seizure could
become essentially a mere annoyance to criminals who would spirit
equipment to a new base to continue their manufacturing operations.

Finally, T believe that the bill should give our inspectors, when
authorized by us, the power to serve and execute warrants and other
process, and the power to make arrests without warrants for offenses
with respect to these drugs when the offense is committed in the
officer’s presence or, in the case of a felony, when the officer has rea-
sonable cause to believe that the person so arrested has committed or
is committing the offense. I am advised that the narcotic agents
and the law enforcement officers of certain other agencies now have
such powers.

Just as in the matter of seizures, so in the case of the matter of
arrests, the absence of these powers 1s likely to result in the escape of
the criminal. Under the present practice even in those few selected
cases, such as the Carl Royal case, in which prior notice to the person
charged is not given under a provision of the act that I shall discuss
presently, there is serious risk that the attendant advance publicity
will result in putting the illicit drug supply beyond our reach. Under
that practice, in such case, a criminal information is filed by the U.S.
attorney at the request of the FDA. The eriminal information must
identify the defendant by name and specify the nature of the violation.
In our experience, when informations are filed by the U.S. attorney,
they immediately become a public record and are open to the serutiny
of the press. The availability of this information to the press may
seriously impair FDA’s ability to trace distribution of illegal drugs
back to the source of supply. If the defendant wishes to cooperate by
assisting FDA in a ppl'vllwmling his source of supply, the publicity at-
tending his arrest could alert and has alerted his supplier, thus making
contact with him difficult and hazardous. The arrest procedure now
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used in such cases is also cumbersome in that it requires an initial
illegal sale upon which a criminal information filed by the U.S.
attorney can be based, and at least a second contact coordinated to a
time at which the 1.S. marshal is available to serve the arrest warrant.
Ordinarily, contacts with peddlers are made entirely on the peddlers’
terms and are often subject to last minute changes, delays, or post-
ponements to avoid detection by law enforcement officers,

In the context of my suggestion on arrests, another clarifying
amendment. to the present law seems desirable. Section 305 of the
Food, Drug, and Cosmetic Act provides that a person against whom a
criminal proceeding is contemplated by us shall, before we refer the
matter to the U.S. attorney, be given notice by us and afforded an
opportunity to present his views on the mat ter. In general, this prac-
tice is appropriate and is followed by us, but in certain types of cases,
such as those that are likely to arise under this bill, prior notice to the
person charged could, for reasons that I have already explained, re-
sult in aborting the particular proceeding and others before they start.
While the Supreme Court has held that compliance with section 303
on our part is not a jurisdictional prerequisite to the prosecution by
the 17.S. attorney, it would nevertheless seem desirable to make clear
in section 305 that it should not be followed where the Secretary finds
that to do so would jeopardize the contemplated proceeding or other
proceedings. \ ) h

Mr. Chairman, section 8, which permits the Secretary to authorize
our inspectors to carry firearms when investigating depressant and
stimulant drugs, fills a void which has given us great concern—eoncern
for the safety of our inspectors. Many dangerous drug investigations
follow the pattern of a criminal investigation. Such an investioation
was recently terminated against Carl Everett Royal of Galax, Va., by
a plea at Richmond, Va., on November 30, 1964. The Virginia State
Police, the Harrisonburg city police, the Rockingham County sherifi’s
office advised our inspectors that the sale and distribution of “pep
pills”™ and “goof balls” were widespread. Two of our inspectors went
“undercover” under the guise of drug peddlers. They made a buy of
a pusher who identified his source as Carl Royal. Carl Royal sub-
sequently sold our inspectors a quantity of 5,000 amphetamine tablets
and later 50,000 amphetamines, and still later 100,000. At this point,
he was apprehended. Through Carl Royal, we ascertained the source
of these drugs. Ultimately, we traced distribution from this primary
source to peddlers in Ohio, West Virginia, Maryland, and North Caro-
lina. State and local police officers participated extensively in this
chain of investigations.

Racketeers are taking over this Inerative business. The criminals
with whom our inspectors deal are armed and would not hesitate to
kill. Our agents have been informed repeatedly by drug bootleggers
that they would be killed if they turned out to be Government. men.
One of our inspectors was held at gunpoint in Los Angeles for over 5
hours by an amphetamine peddler who was using his own wares and
who repeatedly threatened to kill him. Tt is, indeed, a miracle and our
good fortune that no inspector has been killed. For several vears, we
have had a small program to train agents in sel f-protection and proper
methods of conducting the investigations, and have participated in
excellent schools conducted by the Bureau of Narcotics, certain Defense
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Department units, and the oustanding Los Angeles County Sheriff’s
Academy. An expanded, though still modest program, is still under-
way to train a .‘:nm{i group of selected inspectors to make use of special
law enforcement technique. We feel that if our inspectors are per-
mitted to carry firearms, they will be better able to protect themselves.
The provision of section 8 which makes it a Federal offense to assault or
kill officers who conduct inspections under the Food, Drug, and Cos-
metic Act will be a further measure of protection. However, Mr.
Chairman, we do believe that section 8 of this bill should be amended to
authorize FDA inspectors to carry firearms also while conducting in-
vestigations or inspections related to counterfeit drugs.

The authority to designate officers who may carry firearms is given
to the Secretary, who may if he wishes, delegate this authority to the
Commissioner. As Commissioner, I would only permit men whom I
know to be well trained and who would not abuse this authority to
carry firearms. I wish to emphasize, Mr, Chairman, that FDA in-
spectors could not carry firearms while conducting normal investi-
gations.

This bill provides for increased penalties for an illezal sale of de-
pressant. or stimulant drugs by an adult to a juvenile. The Senate
.Ilnii:ri;n'y Committee hearings already mentioned pointed out the
detrimental social consequences of juvenile delinquency stemming from
drug abuse. We anticipate that the increased penalty provisions would
help deter illegal sales to juveniles.

Mr. Chairman, I wish to speak now about a very vicious type of
erime which is dealt with in section 9 of HLR. 2. A counterfeit drug,
like counterfeit money, is a fraud on the public. More important,
however, is the imminent danger which it presents to the health of
the user. Enormous profits can be made by counterfeiting legitimate
drugs with minimal risks of penalties under the present law. For this
reason, the activity has become widespread and sometimes is nation-
wide in scope.

The counterfeit drug is not manufactured under the controls or with
the care that is necessarily taken for the legitimate drug it imitates,
and there is no guarantee that the counterfeit drug contains the
amounts, quality, and kinds of ingredients the legitimate drug con-
tains. A consumer who is sold a counterfeit drug may have his health
and even his life dependent on a product which has little or no re-
semblance to the drug preseribed by his physician, except for labeling
or appearance. In turn, his physician may be misled in his intended
therapeutic regimen by the different response of the patient to the
drug from that anticipated.

Production and distribution of counterfeit drugs are bootleg opera-
tions. Special equipment for their production such as tableting dyes,
tableting punches, and capsule marking machines are secreted and put
to us surreptitiously.

After being produced under conditions designedly hidden from
inspection by the Food and Drug Administration and all other State
and local officials, counterfeit drugs ave distributed by equally devious
means. These have included shipment in unmarked cartons and con-
tainers. No matter the route, however, the ultimate consumer receives
a counterfeit drug in place of a trustworthy medicine. He is de-
frauded, and his health 1s jeopardized.
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For example, eight men and two firms, one a pharmacal company
and the other a packaging company, were charged by the Justice
Department with counterfeiting and distributing a variety of drugs,
illc‘udingz two well-known tranquilizers. The charges specified
counterfeiting of Miltown and Equanil tranquilizers; Diuril and
Hydrodiuril, diuretics; Esidrix and Serpasil, blood pressure reducers;
Tedral, an antiasthma drug; and Meticorten, a multipurpose drug
used in severe cases of rheumatoid arthritis and many other inflam-
matory conditions. The tablets, though stamped and shaped to look
genuine, were manufactured and labeled frandulently and packaged
in unlabled bottles and bags. The shipments, labeled variously as
“Beads and Machine Tools,” “Ceramics,” and “Water Softener” were
distributed by car and air freight in five States. Some of the indi-
viduals involved were prosecuted and convicted under State law.
The Department of Justice, for policy reasons, declined to prosecute
under Federal law.

At an apothecary in Decatur, Ga., a total of 3,430 counterfeit Dexa-
drine, Dexamyl, and Diuril tablets were seized by the Federal court at
the request of our inspectors. The imitation Dexedrine, a central
nervous system stimulant, and imitation Dexamyl, & mixture of an
antidepressant and sedative drugs, for appetite depression, were con-
tained in dispensing bottles bearing labeling indicating the tablets
to be legitimate products of a well-known reputable manufacturer,
Smith, Kline, & French Laboratories, of l’hilsullu]phi:l. The counter-
feit tablets of Diuril, a potent diuretic and antihypertensive agent,
were contained in a bottle bearing what appeared to be the legitimate
label of another well-known reputable firm, Merck & Co. In No-
vember of 1961, the apothecary was found guilty and fined $3,000.

A Federal grand jury in New York indicted two men for intro-
ducing into interstate commerce about 60,000 counterfeit tranquilizer
tablets. The tablets looked like and were represented as being two
well-known tranquilizer drugs, Miltown and Equanil. The tablets
were subpotent, and their labeling did not bear necessary directions
for use, and were otherwise deficient. The drugs were shipped by
public bus in unidentified packages from New York to New Orleans
where they were picked up by our inspectors. One defendant plead
guilty and was fined $200. The other was convicted after trial and
was given a 3-year suspended sentence and placed on probation for a
year.

Ethical pharmaceutical houses have been a great help to us in the
conduct of counterfeit investigations.

In June 1964, our inspectors, aided by a legitimate drug firm, were
able to arrange a contact with two persons known to deal in suspect
drugs. The meeting place was the Newark, N.J., airport. One of
our mspectors agreed to purchase a substantial quantity of counterfeit
Dexedrine and Dexamyl Spansules, Smith, Kline & French Labora-
tories products, for the ostensible purpose of a later sale in Omaha,
Nebr. The “buy” was made and analysis proved the drugs to be
counterfeit. Our inspectors made two additional buys and shortly
thereafter learned of a secret room concealed behind a movable stair-
way in the private residence of one of the individuals involved. A
legal search of the premises by our inspectors resulted in seizure of
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nearly 1 million counterfeit pills, drug paraphernalia, and arrest of
the counterfeiters. Trial in this case is still pending.

Because of the clandestine methods by which counterfeit drugs are
manufactured and distributed and the burden they impose on inter-
state commerce in legitimate drugs, their regulation as contemplated
by this bill, whether they are in interstate commerce or not, is abso-
lutely essential to the effective protection of the public health.

I should like to add in conclusion, Mr. Chairman, that with its report
on this bill, the Department has submitted for the committee’s con-
venience draft language to carry out the recommendations I have here
outlined, plus technical and perfecting amendments suggested by
staff.

Mr. Chairman, this hearing being held today is, in a sense, historic.
1t is the product of 2 decades of FDA investigation, congressional
hearings spanning 13 years, and 40 bills introduced into Congress in
the past 14 years. The bill will go far in putting an end to the tragic
traffic in the human misery which has been described today. We be-
lieve it will give us the tools, when supported by adequate appropria-
tions, to adequately deal with the problems which face us. However,
if our experience demonstrates that the powers granted us need
strengthening, we will come back to this committee with proposals for
additional legislation.

Thank you, Mr. Chairman.

If the committee has any questions, I will be happy to try to answer
them.

(The documents referred to follow:)

[From Clinical Pharmacology and Therapeuties, May-June 1964, 5 :334-343]

ADDICTION TO NONBARBITURATE SEDATIVE AND TRANQUILIZING DRUGS*

(Carl F. Essig, M.D., Lexington, Ky., National Institute of Mental Health, Addic-
tion Research Center, U.S. Department of Health, Education, and Welfare,
Public Health Service)

Increasing numbers of nonbarbiturate sedative drugs are being
introduced into medical practice, Despite their nonbarbiturate
chemical strueture and regardless of designations other than “sed-
ative-hypnotie,” at least six of the newer depressant drugs can
cause states of intoxication and physical dependence that are clin-
ieally similar to those induced by barbiturates. These drugs are
meprobamate {Miltown, Equanil), glutethimide (Doriden), ethina-
mate (Valmid), ethehlorvynol (Placidyl), methyprylon (Noludar),
and chlordiazepoxide (Librium). The behavioral effects of these
drugs and their combination with ethanol may become an increas-
ingly important public hazard. The abstinence syndromes that can
result from the abrupt withdrawal of excess dosages of these drugs
include convulsions and psychotic behavior. Death has been at-
tributed to withdrawal of meprobamate and methyprylon. Office
or ambulatory withdrawal of any of these drugs affer use in large
dosage is not recommended. Gradual dosage reduction or barbitu-
rate substitution prior to its gradual withdrawal during hospitali-
zation is suggested. Substitution of diphenylhydantoin (Dilantin)
or any of the phenothiazines as the sole means of support during
sedative-hypnotic drug withdrawal is a questionable practice.

*Presented (in part) at a symposium of the pharmacentical sciences section committee
of the Ameriean Association for the Advancement of Selence, Cleveland, Ohio, December
1963. Received for publication Feb, 25, 1964,
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Reports of controlled experiments in man that confirmed the addictive prop-
erties of the barbiturates appeared in 1950.**® Barbiturate intoxication is
marked by intellectual impairment, drowsiness, poor judgment, emotional labil-
ity, slurred speech, nystagmus, tremor, and a staggering gait.™ ™™ Abrupt
withdrawal of barbiturates after extended and excessive use can result in a
serious withdrawal syndrome, which includes apprehension, weakness, anorexia.
nausea, vomiting, disturbances in eardiovascular function, tremulousne s, in-
somnia, grand mal convulsions, and a delirium associated with disorientation,
delusions, and hallucinations®®* 7Phe striking resemblance between barbitu-
rate and ethanol intoxication, as well as the similarity of barbiturate with-
drawal to delirium tremens, have been noted.*

Since 1950, an incre sing number of nonbarbiturate sedative drugs has been
introduced into medical practice, Some have been eategorized as “tranquil-
izers,” “relaxants,” “psychotropic agents” or the term “nonbarbiturate” has
been emphasized, but both the intoxication and physical dependence induced by
these drugs are barbituratelike.

Intoxication refers to the drowsiness, impaired mentation, and motor incoordi-
nation caused by excessive amounts of these agents. Physical dependence is
defined as an altered biologic state caused by consumption of a drug so that
its use must be continued in order to prevent the development of specific symp-
toms and signs (withdrawal syndrome). Addiction is a condition in which an
individual abuses a drug to the extent that the user, society, or both are harmed.
Other characteristies of addiction include a tendency to increase the dose,
psychie dependence, and physiecal dependence.

This report will emphasize the medical aspects of the intoxications and seri-
ous abstinence syndromes that ean result from use of newer nonbarbiturate
sedative-hypnotic drugs. Deaths have occurred during withdrawal of a barbitu-
rate, as well as each of two drugs to be discussed in this report.' *® A survey
of these drugs is presented to aid in the prevention and to assist in the diagnosis
and treatment of physical dependence to and the abstinence syndrome due to
these agents.

MEPROBAMATE (MILTOWN, EQUANIL, MEPROSPAN, MEPROTARS)

Meprobamate has been described as a tranquilizer or relaxant and was said
to be nonaddicting.” Data derived from both animal and man indicate that it
has intoxicating and addicting properties not unlike those of the barbiturates.

Both deep sleep and a wide-based staggering gait were observed in dogs that
had received large doses of meprobamate,” The development of tolerance to
the anticonvulsant actions of this drug has been demonstrated in mice ™ During
periods of 124 to 188 days, four dogs tolerated doses of meprobamate that were
inereased from 1.6 to 8.0 or 8.8 grams daily. Physical dependence to meprobamate
was also demonstrated in the dogs because major convulsions developed following
withdrawal of the drug.”

In man, when the dose exceeds 1.2 to 1.6 grams daily, meprobamate, like thy
barbiturates, induces drowsiness or sleep.®*® %%  Coma has been observed
following excessive doses of meprobamate,” and deaths have resulted from
ingestion of 240 and 250 milligrams per kilogram.” Like the barbiturates,
meprobamate induces slurred speech, staggering, and falling === Self-injury
and an automobile accident have been attributed to meprobamate-induced in-
coordination.® Impairment of motor coordination and reaction time has been
demonstrated in human subjects who had received 1.600 milligrams of mepro-
bamate prior to testing on a multiple stimulus-response apparatus.® The
combined effects of ethanol (blood levels of 50 milligrams percent) and meproba-
mate (1,600 milligrams per day) have been studied in 22 subjects. Significant
impairment of motor performance and judgment was noted and it was concluded
that patients should be warned of the potential danger of alcoholic beverages
when taking meprobamate. ™

Tolerance probably accounts, in part, for the tendency of some to increase
the dose of this drng. Two patients who were “overdoing” self-medication
developed dysarthria and incoordination.™ One report notes that 13 of 600
patients had increased the dose of meprobamate beyond that preseribed, so that
the physician had to discontinue the drug.® Of 47 patients, 35 developed stag-
gering or falling during the first 3 days they received either 3.2 or 6.4 grams
of meprobamate daily but these signs diminished over the next 4 to T days,
suggesting that some tolerance to the drug had developed,™

See footnotes on p. 40,
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There is ample evidence that meprobamate can induce physical dependence
in man. Like the barbiturates, there is also a safe minimal daily dose that can
be abruptly withdrawn without causing clinically significant abstinence signs.
This “safe” minimal dose probably lies between 1,600 and 2,400 milligrams daily.
Thus, 60 patients received 400 milligrams of meprobamate 3 times daily for 8
weeks and failed to develop clinically significant withdrawal signs during
placebo substitution.” No definite evidence of abstinence was observed after
withdrawal of meprobamate from 2 ]}.ltil'l]t‘q who had been taking 1,600 milli-
grams daily.” On the other hand, 6 of 25 schizophrenic patients who received
2400 milligrams of meprobamate tlalil\' for 9 months had convulsions following
its abrupt withdrawal® Mild, moderate, and severe abstinence reactions were
observed in a well-controlled study of 47 psychiatric patients who received 3.2
or 6.4 grams of meprobamate prior to abrupt placebo replacement.® Thirty
subjects were classified in the mild category characterized by insomnia, vomiting,
tremors, muscle twitches, anxiety, headache, and ataxia. Twelve other subjects
had moderate abstinence reactions in which severe insomnia, anorexia, halluci-
nations, delusions, depressed affect, and catatonia were noted in addition to the
characteristics listed in the mild category. Severe abstinence responses were
observed in four patients, three of whom had from one to three convulsions in
addition to the withdrawal symptoms already noted. Psychotie behavior (eight
patients) and convulsions appeared within 36 to 48 hours of abstinence. In
eight patients with hallueinosis, anxiety, and tremulousness :1ft(>r withdrawal,
the clinical picture was described as 1'1»«(‘11)!)lmg delirinm tremens.® One patient
who received 4 grams of meprobamate for 3 months had nervousness, headache,
and one grand malconvulsion 34 hours after abrupt withdrawal® Abstinence
convulsions have been observed following withdrawal of 5.6 and 6.4 grams daily
of meprobamate,™* Doses of this order are not unusual in addiction-prone
individuals who tend to increase their daily consumption of drugs that cause
physical dependence! ® %

Like the barbiturates, meprobamate induces 20 to 30 per second fast waves
in the waking human electroencephalogram.”®**“ Meprobamate withdrawal
can result in paroxysmal discharges in the electroencephalogram.””* EEG
spiking was noted in six of seven patients during meprobamate withdrawal
after the drug had been used for more than a month in doses of 65 milligrams
per kilogram or more. In the same study the EEG abnormalities persisted for
1to 2 weeks.*

Death has been attributed to meprobamate withdrawal. A 38-vear-old white
man gradually inereased his consumption of meprobamate from 1.6 to 10
grams daily before suddenly decreasing it to 1.6 grams during the 12 hours
preceding withdrawal reaction. He complained of nervousness, sweating, and
tremulousness. He became insommnolent, Testless, hyperthermic (104° F.),
then had repeated grand mal seizures which subsided. Despite treatment
in the hospital with magnesium sulfate, pentobarbital fluids, cooling measures,
and vasopressor agents, the patient’s temperature rose to 107.8° F. Blood
pressure fell, oliguria developed, and the patient died 68 hours after admission
Death was attributed to meprobamate withdrawal; a h(-nmp:inbi:mric nephrosis,
found at autopsy, was considered to be a contributory cause.®

GLUTETHIMIDE (DORIDEN)

Although this drug is categorized as a nonbarbiturate sedative, it ean induce
intoxication and physical dependence in both animal and man.

Ten dogs that received this drug developed a staggering gait and somnolence.
Progressive intoxication of the dogs with glutethimide to daily dose levels
of 300 to 424 milligrams per kilogram per day resulted in the death of five.
One of the surviving dogs had four major convulsions following abrupt with-
drawal of 300 milligrams per kilogram daily of this drug. The high mortality
rate in dogs during progressive glutethimide intoxication has not been ob-
served in similar studies of either meprobamate or sodium barbital.”

Glutethimide intoxication occurring in persons using 2.5 to 5 grams daily
is characterized by drowsiness, thick speech, staggering, an “acute brain syn-
drome” with disorientation, impaired memory, and inability to do the simplest
arithmetic problems,* * ®

Coma has been reported in adults after the ingestion of 5, 10, 12, and 15
grams of glutethimide.®™ " Death has been caused by 12 grams. The lethal
dose is estimated to be 10 to 20 grams.*

e
See footnotes on p. 40,
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Case reports of patients who increased their daily dose of glutethimide
during periods of weeks to months suggest that tolerance develops to this
drug. Omne patient who was instructed to take 1 gram of glutethimide at
bedtime increased the dose to 6 to 8 grams daily during a 2-year period.™
Another, who was given a prescription for 1.75 grams daily, complained that
this dose of glutethimide no longer “calmed his nerves.” At the patient’s
insistence the dosage was increased and within 2 months he was taking at
least 20 grams a week.™ Another report cites five cases in which glutethimide
consnmption ranged from 4 to 12 grams daily.

The glutethimide abstinence syndrome is very much like that due to the
withdrawal of barbiturates or meprobamate. Withdrawal symptoms include
nausea, vomiting, agitation, tremulousness, tachycardia, fever, sweating, in-
continence, tonic muscle spasms, abdominal cramping, difficulty in swallowing,
headache, disorientation, hallucinations, and convulsions,® © ¢ « &

The first reported glutethimide abstinence convulsions oceurred in a non-
epileptic individual who had been taking 2 to 5.5 grams of the drug daily. The
abstinence seizures began 16 hours after the last dose of glutethimide, and there
were 3 more major convulsions during the next 5 hours. Convulsions ceased
after the administration of sodium phenobarbital. The patient recovered during
gradual withdrawal of the latter.* Glutethimide abstinence seizures have been
observed as late as the sixth day after withdrawal® The oceurrence of major
convulsions after glutethimide withdrawal has been noted in five reports® wu «n
It is suggested in one of the reports that tolerance, habituation, and addiction
may develop if the daily dose exceeds 2.5 grams.® In some persons, glutethimide
withdrawal has been followed by delirium characterized by tremulousness, dis-
orientation, confusion, and hallucinatory behavior.® ©

Glutethimide further resembles the barbiturates and meprobamate in that it
can induce fast frequencies (20 to 30 per second) in the waking electroencephalo-
gram. ™ ¥

ETHINAMATE (VALMID)

This drug is a short-acting sedative not recommended by the manufacturer for
continuous daytime sedation. Moreover, it is not categorized as a tranquilizer
or nonbarbiturate.*

Although death did not result from 28 grams of ethinamate in one case, it did
occur after 15 grams in another.™ @

A pharmacist is reported to have begun the use of ethinamate after being told
it was a short-acting, nonaddicting sedative. He said it helped his restlessness
and gave him a “kick” not experienced during prior use of barbiturates. The
subject increased the daily dose of ethinamate from 2 or 3 grams to 15 grams
and became progressively confused, agitated, and disoriented. He was hospi-
talized, and on the second day of withdrawal had a grand mal convulsion.
Thereafter, hallucinations, agitation, syncopal episodes, tremors, and hyperactive
reflexes developed." He became addicted a second time, and while using 13
grams of ethinamate daily was noted to have an unsteady gait with frequent falls.
In a hospital, 12 hours after withdrawal, he became agitated, hyperactive, dis-
oriented, and delusional; he also had hallucinations. On the second day after
withdrawal four grand mal convulsions were observed. Treatment with proma-
zine led to a drop in blood pressure and the drug was discontinued. By the 11th
day after withdrawal, he seemed to be more calm, and subsequently became pro-
gressively more rational and coherent. He was discharged on the 36th day of
hospitalization with no evidence of organic sequelae® The same report also
described a patient with epilepsy who had been taking 4 to 5 grams of ethinamate
in addition to diphenylhydantoin. Despite continuation of the latter, sudden
withdrawal of ethinamate resulted in sleeplessness, disorientation, visual halluci-
nations, and several convulsions.*

ETHCHLORVYNOL (PLACIDYL)

Ethchlorvynol is described by the manufacturer as a nonbarbiturate hypnotic-
sedative that can be used to relieve insomnia, anxiety, and muscular tension.
However, it is not advertised as a nonbarbiturate, and its habituation potential
is mentioned. An exaggerated response to it can develop when combined with
ethanol or other sedative drugs.”

Profound unconsciousness was reported in two aleoholic males who had in-
gested 500 and 750 milligrams of ethehlorvynol, respectively. It was postulated
that aleoholic liver damage accounted for the marked depressant effect of

See footnotes on p. 40,
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ethehlorvynol in the men because the aunthors had observed that duration of
sleep following this drug was prolonged sixfold in rats that had 75 percent of
their livers execised previously.” Algeri and colleagnes' quote a personal com-
munication stating that five adults had become comatose and remained so for
5 to 7 days following ingestion of 10 to 25 grams of ethehlorvynol.  All re-
covered, but another, who had taken 49.5 grams of ethehlorvynol, died 2 days
later. Two persons died who had consumed unknown amounnts of ethehlorvynol.
The blood levels of the drug were 10 times those (13.8 and 14.8 milligrams per
hundred cubie centimeters) of an experimental subject who had taken 1 gram
of the drug.’

Like the barbiturates, meprobamate and glutethimide, ethchlorvynol has been
reported to induce fast frequencies in the human electroencephalogram.™

Physical dependence to ethchlorvynol developed in a woman who began its
use for “anxiety.” The dose had been increased to 1,500 milligrams per L}u_\’.
and this amount had been used for months. Generalized wenkness, staggering,
nocturnal musecular aching, trancelike episodes, diplopia, dysarthria, memory
loss, and psychomotor retardation developed. Approximately 4 days after with-
drawal of the ethehlorvynol, the patient began to misidentify people and had
auditory as well as visual hallucinations, On the fifth day of abstinence three
erand mal convulsions developed. During the next 3 days the patient became
agitated, delirious, and had tactile as well as visoal hallucinations, Improve-
ment began on the 10th day after withdrawal, and the patient was described
as being “completely cleared” when discharged from the hospital on the 28th
day.®

Repeated bouts of ethehlorvynol intoxication have been deseribed in two
patients who required hospitalization several times. Their clinical state was
deseribed in terms such as confusion, disorientation, lethargy, apathy, unsteady
gait, slurred speech, staggering, ataxia, and weakness,”

Another patient began using ethchlorvynol as a hypnotic, inereasing the
nighttime dose from 500 to 1,000 milligrams before taking it during the day.
The amount used was gradually increased during a period of 114 fo 2 years to
a total daily level of 4 to 5 grams. At an unspecified time after discontinuing
the drug, the patient developed a fainting spell, a convulsive attack, insomnia,
auditory and visual hallucinations, as well as violent behavior. The patient
recovered but it may be of more than passing interest that her husband was
subsequently hospitalized for chronie ethehlorvynol intoxication.®

A man with a 15-year history of alcohol and barbiturate abuse was given
ethehlorvynol by his physician. The patient increased the dose to a daily level
of 2 to 3 grams during a 6 to 7 month period before discontinuation. At an
unspecified time thereafter he had five grand mal convulsions, but apparently
there was no psychotic behavior. The patient recovered. The convulsions were
attributed to ethehlorvynol abstinence.®

The foregoing case reports indieate that 1,500 milligrams daily of ethchlorvynol
is sufficient to cause a degree of physical dependence which can result in major
abstinence signs after withdrawal of the drug.

METHYPRYLON (NOLUDAR)

Methyprylon is recommended by the manufacturer for both insomnia and
daytime tension. It is not called a tranquilizer or advertised as a nonbarbiturate
sedative. The manufacturer does not mention the drug's addiction potential.*

Recovery from a total overdose of 3.4 grams of methyprylon has been reported,
and 23 more cases of methyprylon poisoning are summarized in which there
were no deaths despite doses of up to 20 grams,” However, a ease is reported
elsewhere in which death occurred 5 days after ingestion of 6 grams of methy-
prylon.® The elinical picture of methyprylon intoxication resembles that seen
after barbiturate overdosage.®*® Some believe the drug has a wider margin of
safety than the barbituates.”

An aleoholie subject took methyprylon in a suicidal attempt prior to using
the drug in inereasing amounts chronically. Although the daily dose of methy-
prylon is not mentioned, the patient’s intoxication was described in terms of
confusion, ataxia, and slurred speech.*

A man who began taking methyprylon as a hypnotic (400 mg.) increased the
dosage not only for that purpose but also began its daytime use until he was
ingesting 2.4 grams daily. After 2 or 3 days of abstinence, he became confused,
restless, and excited. Sweating and polyuria were also noted. The subject
developed auditory and visual hallucinations, but convulsions were not observed

See footnotes on p. 40.
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prior to recovery several days later.® A patient who had used methyprylon for 3
months would not tell how much she had been taking, although it was known
she conld obtain 100 of the 200 milligram tablets at a time. During the first 5
days after withdrawal, there were multiple generalized convulsions sometimes
at 20 to 30 minute intervals. It is noteworthy that there was no previous history
of convulsive seizures. Hallucinations were also observed, and the patient
appeared “schizophrenie” prior to recovery.,”

A nurse who had taken barbiturates for 5 years began using methyprylon in-
stead in order to terminate the use of the barbiturates. Daily intake of methy-
prylon had varied from 7.5 to 12 grams daily during the previous 18 months.
During the first day of withdrawal, marked Jjerking movements of all extremities
were observed, and the patient reported insomnia. Auditory hallucinations were
reported on the second day. The woman stated that previous self-imposed at-
tempts at methyprylon withdrawal had caused convulsions. In addition to
hallucinations, marked nervousness, generalized hyperreflexia, and increased
jerking movements developed. On the fifth day the subject was found uncon-
scious and breathing noisily just prior to death. The woman had refused hospi-
talization. For withdrawal she had used a mixture containing prochlorperazine
(Compazine), promazine (Sparine), methadone, and thiamine chloride, The
frequency with which the drug mixture was used is not stated. Death was
attributed to myocardial degeneration resulting in congestive cardiac failure.'

CHLORDIAZEPOXIDE (LIBRIUM)

Chlordiazepoxide is recommended for irrational fears, anxiety, and tension.
It is not categorized as a tranquilizer or nonbarbiturate, but is described as one
of the safest psychopharmacologic compounds available. The recommended
adult dose ranges from 15 to 300 milligrams daily, but up to 300 milligrams can
be given during a 6-hour interval., The manufacturer also indicates that chlordia-
zepoxide can induce drowsiness, ataxia, and withdrawal symptoms like those
seen with barbiturates and meprobamate. There is an added warning against
concomitant nse of this drug with other psychotropic agents or ethanol.®

A 30-year-old woman took 625 milligrams of chlordiazepoxide at one time with-
out becoming comatose.® Another instance of overdosage (an undetermined
number of capsules) resulted in a semicomatose state eompatible with arousal
for eating. In a series of 12 patients who took overdoses of chlordiazepoxide
(ranging from 200 to 2,250 milligrams) there were no deaths. Three of the
patients ingested over 1,000 milligrams without becoming comatose; in conirast,
3 individuals who took 300, 830, and 500 to 600 milligrams, respectively became
comatose,”

There is no doubt that chlordiazepoxide can induce drowsiness, ataxia, and
dysarthria. The two former were the most frequent side effects reported in a
series of 212 patients.® Both dissociative and acute rage reactions have heen
attributed to the effects of this drug.** Reaction time, decision reaction time,
tapping speed, and a flicker fusion test were all significantly impaired by 40
milligram doses of chlordiazepoxide.® 1In a group of 68 drivers who were taking
5 to 100 milligrams daily of chlordiazepoxide, there were 6 major and 10 minor
automobile accidents during a 90-day period. This represented a tenfold in-
creased incidence of accidents as projected by the department of publie safety
statistics for that State.® WBight patients observed that chlordiazepoxide ren-
dered them more sensitive to ethanol.® There were skeletal fractures in two
patients who fell while taking chlordiazepoxide.®

One of the effects of this drug on the electroencephalogram is that of low-
voltage fast frequencies, which were described as similar to those seen with
meprobamate,®

A controlled study of chlordiazepoxide in 36 hospitalized psychiatric patients
showed thai chere can bhe physical dependence to this drug. Eleven of the sub-
jects were abruptly withdrawn from the drug by substituting a placebo without
their knowledge. Ten of this group had received the drug for 5 months or longer.
The final dosage level was 300 milligrams in five and 600 milligrams in six of the
patients. Ten of the eleven subjects developed symptoms or signs of withdrawal.
Insomnia, anorexia, agitation, nausea, twitching, sweating, and convulsions were
observed in one or more of this group. Two patients who had heen receiving
600 milligrams of the drng daily had major convulsions on the Tth and Sth

See footnotes on p. 40,




DRUG ABUSE CONTROL AMENDMENTS OF 1965 39

days of abstinence. One had a seizure during drug therapy in a prior study, but
the other had no known convulsion previously. Another subject had two major
convulsions 12 days after abrupt withdrawal of chlordiagepoxide (300 milli-
grams daily). Most of the abstinence manifestations appeared between the
4th and 8th days after withdrawal but by the 10th day had decreased in severity
or disappeared. Five of the eleven patients in the withdrawal study developed
mild electroencephalographic abnomalities such as slow frequencies (6 to 10
per second) in three, mixed fast (20 to 25 per second) and slow (7 per second)
in one, and fast (20 to 25 per second) frequencies in another. The onset of
convulsions in two patients seemed to coincide with the nearly complete dis-
appearance of drug from the plasma. The authors conclude that the chlordiaze-
poxide abstinence syndrome is slower to develop and less acute than the
meprobamate or barbiturate withdrawal syndrome.®

DISCUSSION

It is evident that a wide variety of drugs induce sedation, sleep, and motor
incoordination. The striking resemblance of the major signs of intoxication and
withdrawal symptoms produced by the drngs discussed in this report, ethanol
and the barbiturates, indicates the possibility that their mechanisms of action
are similar. Because so many drugs with sedative-hypnotic effects have been
shown to induece intoxication and physieal dependence when used to excess,
c¢linicians might well be skeptical about new depressant drugs introduced as
not having habit-forming or addiction potential. Skepticism is also warranted
when such drugs are categorized as other than sedative hypnotie, or their
mechanism of action is suggested to be entirely different from that of older
depressant drugs.

It is likely that more drugs with sedative effects will be added to an already
growing list, and it is necessary that these drugs be made prescription items so
that physicians ean help regunlate their use. Such regulation requires an aware-
ness of whether the drug has addiction potential; if so, special caution is in-
dicated in prescribing. Usmnally physicians are advised not to preseribe sedative-
hypnotic drugs to known drug addiets or individuals with character disorders
(sociopaths). However, individuals in these two groups are often difficult to
identify by history taking or physical examination. Two more common groups
of addiction-prone individuals are usnally described as aleoholic and psycho-
neurotic. Predieting which patients in the latter categories are more likely to
abuse sedative-hypnotie drugs is difficult, and the nusual safeguards are to limit
the amount of drug preseribed and prevent refilling of the preserintion.

The intoxications that ean result from excessive amounts of drugs or from
their combination with ethanol may become a very important public health prob-
lem. As indicated in this report, the clounded mental state and impaired motor
coordination associated with these intoxications are conducive to vehicular
accidents, injury by falling, loss of or interference with useful employment,
accidental seting of fires, violent or assaultive behavior, and fatal overdosage
in the user.

Withdrawal treatment for physieal dependence to each sedative-hypnotic drng
has not been determined by means of controlled experiments in man; however,
it is probable that the principles of barbiturate-withdrawal treatment are appli-
cable®® ™% Thng, if the drug (and its previous daily dose) can he deter-
mined, it should be withdrawn at the rate of one therapeutic dose per day. If,
during withdrawal, the patient becomes apprehensive, tremulous, or insomnolent,
dosage reduction should be discontinued for 1 or 2 days, or until the signs
disappear.

If drug and daily dosage cannot be determined, it is likely that a barbiturate
can be safely substituted and slowly withdrawn, as in the management of glnte-
thimide and aleohol withdrawal.® “ Pentobarbital should be administered in
0.2-gram doses every 2 hours until a state of mild intoxication develops, the pa-
tient stabilized at that daily dose level for several days, and then the pentobar-
bital withdrawn at a rate of 0.1 gram daily.® Snch treatment must be carried
out in the hospital becanse of the seriousness of the illness and the need to pre-
vent acquisition of contraband drugs by the patient.

See footnotes on p. 40.
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The use of other sedative drugs during withdrawal is not necessary and might
complicate or confuse the treatment. Diphenylhydantoin (Dilantin) is not ef-
fective against barbiturate-withdrawal convulsions in man* ** or dog *; hence, its
use during withdrawal from sedative drugs is contraindicated. It is also doubt-
ful whether Rauwolfia alkaloids or phenothiazine derivatives should be adminis-
tered in place of sedative-hypnotic drugs during the first week after withdrawal
because of their convulsant properties and because they might aggravate the
hypotensive aspects of the abstinence syndrome, as noted in the case of ethina-
mate withdrawal.

It is possible that acute overdosage of one or more of these drugs can be super-
imposed on a state of chronie intoxication to the same or other sedative-hypnotic
agents. In such cases, the patient may be successfully treated for the acute in-
toxication (coma) only to enter a withdrawal syndrome. If a severe degree of
physical dependence had been established, a serious abstinence illness or even
death might ensue. DPatients recoving from acute sedative-hypnotic drog poi-
soning should also be observed for the possibility of chronie intoxication so that a
gradual reduction regimen can be instituted if indicated.®
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SmE EFFECTS
(Abstracts 141-144)

141. Essig, Carl F.: Addiction to nonbarbiturate sedative and tranquilizing
drugs. Clinical Pha rmacology and Therapentics, 1964, , 334-343 :

“Inereasing numbers of nonbarbiturate sedative drugs are being introdueed
into medieal practice. Despite their nonbarbiturate chemical structure and
regardless of designations other than ‘sedative hypnotie,” at least six of the
newer depressant drugs can cause states of intoxieation and physiecal dependence
that are clinically similar to those induced by barbiturates. These drugs are
meprobamate (Miltown, Equanil), glntethimide (Doriden), ethinamate (Valmid),
ethehlorovynol (Placidyl), methyprylon (Nodudar), and chlordiazepoxide (Lib-
rinm). The behavioral effects of these drugs and their combination with
ethanol may become an increasingly important public hazard. The abstinence
svndromes that can result from the abrupt withdrawal of excess dosages of these
drugs include convulsions and psychotic behavior. Death has been attributed
to withdrawal of meprobamate and methyprylon, Office or ambulatory with-
drawal of any of these drugs after use in large dosage is not recommended,
Gradual dosage reduction or barbiturate substitution prior to its gradual with-
drawal during hospitalization is suggested. Substitution of diphenylhydantoin
(Dilantin) or any of the phenothiazines as the sole means of support during
sedative-hypnotic drug withdrawal is a questionable practice.” { Author ab-
stract.) (National Institute of Mental Health Addiction Research Center,
Lexington, Ky.)

142. Barlow, A, M.: Antidepressant drugs. British Medical Journal, 1964,
5384, 694 (letter) :

“A letter by the pathologist who performed an autopsy on a S5-year-old woman
with' a T-year history of mental disease points out that the combination of
phenelzine and imipramine, which was found at therapeutic levels upon analysis,
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was only a possible cause of death. He demands a greater degree of proof,
if conclusions are to be drawn from such findings. The patient in question had
not only taken prescribed drugs, but also imipramine, meprobamate, and chlor-
promazine from supplies remaining after previous drug treatment.” (Depart-
ment of Pathology, Royal Infirmary, Huddersfield, Yorkshire, England.)

143. Bacon, H. M.: Eosinophilia associated with chlorpromazine therapy.
Awmerican Journal of Psychiatry, 1964, 120, 915-916:

“The first case of eosinophilia with chlorpromazine therapy is reported. A
J4-year-old woman with history of paranoid delusions and hallucinations was
treated with 50 mgm of chlorpromazine t.i.d. and h.s. There were no eosinophils
present on admission. Three weeks later marked eosinophilia without physical
symptoms was noted and chlorpromazine was discontinued. The patient’s re-
covery was slow with Stelazine (5 mgm t.i.d.), but when ECT was later insti-
tuted with good results the patient was discharged.” (Dalhousie University,
Halifax, N. 8,, Canada.)

144, Bevan, Edward : Antidepressant drugs and liver damage. British Medical
Journal, 1964, 5382, 562 (letter) :

“A letter comments on the remarks by Sir William Wilcox in 1932, when he
stressed that barbiturates in general and ‘Nembutal' in particular were dan-
gerous drugs because of the risk of their causing liver damage.” (No address.)

[From the Journal of the American Medical Association, vol. 185, No. 6, Aug. 10, 1063]
OVERDOBAGE EFFECTE AND DANGER FroM TRANQUILIZING DRUGS

(Charles H. McKown, M.D., Henry L. Verhulst, M.8., and John J. Crotty, M.D.,
Washington, D.C.)*

Over a 17-month period 968 cases of tranquilizer ingestion reported
to the National Clearinghouse for Poison Control Centers were
reviewed for tranquilizer toxicity and side effects. Anticipated
pharmacological actions were correlated with symptomatology,
etiology, and age of patients involved. Of 578 patients who ingested
phenothiazine derivatives, 113 revealed CNS depression, 9 ingested
the tranquilizer intentionally, and 254 were less than 13 years of
age. The corresponding figures for 151 cases of Ranwolfia alkaloid
ingestion were 25, 4, and 142, respectively ; for 280 cases of substi-
tuted diol ingestion, 135, 166, and 63, respectively, and for 115
cases involving drugs of miscellaneous structure, 36, 49, and 57,
respectively. The clinician’s attention is called to the frequency of
CNS depression after tranquilizer ingestion and the high incidence
of suicide attempts with the less potent tranquilizers.

Tranqguilizers have been manufactured and used extensively over the past
decade. As with all new products, information revealing toxicity and side
effects is desirable in order that we may be enlightened and gain insight into the
complications and hazards accompanying their use in eclinical medicine. To
supplement such information, 968 cases of tranquilizer ingestion reported to the
National Clearinghouse for Poison Control Centers from July 1959, through
December 1960, were reviewed. Each report was evaluated regarding type of
drug ingested, age of the patient, necessity of hospitalization, and manifestations
of the acute phase of toxicity.

Although other classifications of tranquilizers exist, a frequently used classi-
fication of structural similarity was employed in this review. On this basis,
the total number of cases may be divided into six groups (table 1). Those tran-
quilizing agents which do not bear a structural similarity to other psychophama-

*Member of technieal staff (Dr. MeKown), Director (Mr. Verhulst), and Assoclate
Director (Dr. Grotty), National Clearinghouse Poison Control Branch, Division of Acei-
dent Prevention, Department of Health, Education, and Welfare, U.8. Public Health
Service,

43-876—053——+4
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cologic agents were placed under “miscellaneous structure.” The group named
“combined drugs” refers to single preparations comprised of two or more struc-
turally dissimilar trangunilizers, Reported ingestions of two or more individual
tranquilizers are classified under “multiple ingestion.” Not included in this
review were ingestions of tranquilizers with other products which might alter
or mask the manifestations of the tranquilizer.

TaBLE 1.—Psychopharmacological agents ingested in 968 cases

Agent Number ‘ Percent

Phenothiazine derivatives
Rauwolfia alkaloids_ _
Substituted diols
Miscellaneous structure.
Combined drugs......
Multiple ingestion. .. _....

[ R e e e

To better correlate the etiological factors of the ingestion with the severity
and characteristics of the resultant intoxication, three age groups have been
established : (1) children, birth to 12 years; (2) voung adults, 13 through 35
years; and (3) adults, 36 years and older.

The children could not be expected to be aware of the nature of tranquilizers :
therefore ingestion, in all likelihood, would be unintentional or subsequent to
mistaken identity. This group, which is not yet exposed to the problems and
emotional adjustments of adolescence and adulthood, should possess a low suicide
potential.

The young adult age group includes the periods of adolescence and major living
adjustments which may precipitate neuropsychiatriec problems, many of which
are characterized by anxiety. The adult age group includes the period of de-
creased physical and mental activity, frequently characterized by anxiety and
depression. Most people receiving tranquilizer therapy for organic disease are
in the adult age group.

Although hospitalization certainly must be considered in evaluation of the
severity of the intoxication, no differentiation can be made between those patients
hospitalized solely because of the drug effects and those hospitalized primarily
for neuropsychiatric reasons. Since the case reports are frequently made during
the phase of acute toxicity, this review does not include information concerning
an extended clinical course and convalescence. For the same reason, chronic
toxicity and fatality reports are not included.

To attain uniformity in the interpretation of symptomatology, central ner-
vous system (CNS) depression has been deseribed in decreasing levels of severity
as coma, stupor, or drowsiness. Although a check space for coma as a symptom
was provided on the report forms, clinical conditions described as unconscious,
unable to be aroused, or deep sleep were also included in this category, Sim-
ilarly, those described as semiconseious, semicoma, or incoherently sleepy are
categorized as stupor. Drowsiness denotes patients whose clinical econdition
has been described as sleepy, lethargic, minimal CNS depression but coherent, or
drowsy.

Extrapyramidal-tract motor activity, as designated in the review, refers to
patients who revealed muscle spasm, rigidity, torticollis, oculogyrie erisis, or
muscle fasciculations. Ataxia, hypotonia, weakness, and other nonspecific symp-
toms were not incorporated in the data, since it was not possible to determine
if these alluded to CNS depression, injury or deformity of an extremity, or an
extrapyramidal manifestation. Hyperpyrexia, abdominal pain, tachyeardia,
and respiratory symptoms were more logically explained by associated pathology,
except where so stated, rather than as toxic manifestation of tranquilizer
ingestion.
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PHENOTHIAZINE DERIVATIVES

Phenothiazine derivatives constitute the largest single group of tranguilizers
ingested, approximately 39 percent of the total. To evaluate the effects of the
phenothiazines on the CNS and the autonomic nervous system more accurately,
a structural grouping has been used. This grouping divides the phenothiazines
into three categories: (1) those with a propyl-dimethylamino subgroup, (2)
those with a propyl piperazine subgroup, and (3) those with a methyl piperidyl
subgroup. Those phenothiazines whose action and usage are primarily antihista-
minic were not incorporated into the study.

The total number of cases reviewed in the propyldimethylamino subgroup was
180. In most of these cases the drugs were chlorpromazine (122) and promazine
(51). Cases known to be in the children’s age group accounted for 55 percent of
the chlorpromazine ingestions and 71 percent of the promazine ingestions.
Whereas approximately one-fourth of the children who ingested tranquilizers of
the propyl-dimethylamino subgroup were hospitalized, over one-half of the young
adults or adults were known to require hospitalization. In approximately 44
percent of the cases symptoms of CNS depression were revealed, with 14 in-
stances of coma. There were three reports of convulsions and two reports of
extrapyramidal manifestations. Interestingly, in one case reported in this
group the patient was receiving the prescribed dosage.

In the second subdivision, phenothiazine derivatives containing a propyl
piperazine subgroup, there were 191 cases, with trifluoperazine accounting for
49, prochlorperazine for 95, and perphenazine for 83. As would be expected with
substitution of a piperazine subgroup in place of a terminal dimethylamino
moiety, there is evidence of increased extrapyramidal stimulation.' Extra-
pyramidal manifestations were reported in 15 cases in this subgroup, and 13 of
these were prochlorperazine ingestions, Seven patients sought medieal care for
symptoms oceurring while receiving a preseribed dosage of prochlorperazine. In
the dimethylamino and piperazine subgroups, of the reports involving children,
abouf 90 percent were consequent to accidental ingestion. In the young adult and
adult age groups, a similar percentage of suicide attempts was reported. It is
known that the dimethylamino phenothiazine derivatives possess greater sedative
properties than the piperazine phenothiazine derivatives.®* This phenomenon was
supported by the findings in this review. Of the 180 reports of ingestion of
drugs with the dimethylamino subgroup, symptoms of depression (drowsiness,
stupor, or coma) were manifested in 44 percent. Conversely, only 17 percent of
the 191 patients ingesting drugs with the piperazine snbgroup were felt to be in
a state of clinical depression., Although tranquilizers with the piperazine sub-
group are known to possess greater antiemetic activity, there were 16 reports
of patients experiencing nausea or vomiting;* only 3 such cases were reported
after ingestion of tranquilizers with the dimethylamino subgroup. Two cases
of hypotension were noted following ingestion of a dimethylamino-subgroup tran-
quilizer and one case after ingestion of a piperazine-subgroup tranquilizer. Only
four cases of coma and one case of convulsion were reported subsequent to piper-
azine-subgroup ingestion.

See footnotes on p. 53,
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The third type of structurally similar phenothiazine derivative contains a
methyl piperidyl moiety. In view of the small number of cases (seven) reported,
little comparison can be drawn to the other two subgroups.

TAaBLE 3.—Ingestion of substituted diols

| | Meprobamate, number ‘ Phenagiycodol, number
| | Te T f

| Total

Data reported £ "| | | |
Chil- | Young | Adults | Un- Chil- | Young | Adults| Un-
dren | adults | known | dren | adults | known

Etiology:
Accld’f-nm] ingestion
Mistaken identity. ..
Accidental overdose. .
Suicidal intent.
Unknown._.........
IIn{:pilu[izuliun:
e
N e
Unknown. oo otuii ot

|
| 1

|882 <8x-o

Bymptoms:
DIEmERE L o
One or more
Drowsy

Hypotension. .
Vertigo.....

Cyanosis. ...
Extrapyramid;
Others .. ___
Unknown..........

BS G0 B e e

b ESI-'

! Includes dyspnea, abdominal pain, tachyeardia, ataxia, ete.

RAUWOLFIA ALKALOIDS

Although preparations of the Rauwolfia alkaloids have been used for medieal
purposes for many years, only in the past decade have we come to understand
and make extensive therapeutic use of these drugs.’ The Rauwolfia alkaloids
reviewed in the study contain tertiary indole bases and are naturally occurring
or semisynthetic. These drugs are known to produce mild depression of the
CNB, a decrease in the sympathetie activity, and an increase in the parasympa-
thetie activity. With the development and widespread use of other tran-
quilizing agents, the utilization of Rauwolfia alkaloids for the treatment of neuro-
psychiatric disturbances has decreased.® Today they are used primarily for
their effects upon the autonomic nervous system and more specifically in the
treatment of hypertensive vascular disease and thyrotoxicosis.”

Of the 151 cases of Rauwolfia alkaloid ingestion reported, 116 were ingestions
of reserpine and 29 of the whole root of Rauwolfie serpentina. A remarkably
low incidence of ingestion of the Rauwolfias is observed in the young adult and
adult age groups, i.e., only 4 percent of the total number of cases reported.
Although mental depression is a common (and frequently serious) behavioral
side effect of the Ranwolfia drugs, only four suicide attempts were reported for
this group.® Symptoms oceurred in approximately 39 percent of cases, but only
two cases of hypotension were noted. About one-third of those manifesting
symptoms, and 13 percent of the total number of Rauwolfia intoxications, were
seen to have flushing of the skin. Although some form of CNS depression was
reported in approximately 44 percent of the symptomatic cases, there was only
one report of coma, Of the children reported, who comprise 95 percent of the
cases in this group of tranquilizers, 24 of 142 required hospitalization. The
Rauwolfia alkaloids are reported to lower the convulsive threshold in man, and
extrapyramidal symptoms are known to occur;® however, neither convulsions
nor extrapyramidal manifestations were observed in this review.

See footnotes on p. 53.
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BUBSTITUTED DIOLS

Although other structurally similar drugs are now in clinical use. only the
reports of meprobamate and phenaglyeodol ingestions are included in this
review. Of the 280 reported cases of substituted-diol ingestions, 276 were
ingestion of meprobamate. Meprobamate causes depression of the CNS,” There
is evidence that another pharmacological effect is skeletal musecle relaxation,
although its effectiveness when compared with other relaxants is controversial.” *
There is current concern regarding a true benefit derived from meprobamate when
used in treatment of neuroses and psychoses characterized by anxiety.”

Of the reported ingestions of meprobamate only 22 percent were in children.
This is in sharp contrast to the phenothiazines, of which 68 percent of the
ingestions were by children, and to the Rauwolfias, which showed 94 percent of
the ingestions in the children’s age group. The 166 suicide attempts with mepro-
bamate far exceed those with any other drug reported in the study and represent
the etiology in 60 percent of the cases received. Associated with this high
incidence of suicide attempt was the known hospitalization of 122 patients.
Although the CNS depression resulting from meprobamate ingestion is considered
to be less extensive than that of several other tranquilizers,” 49 percent of those
ingesting meprobamate manifested symptoms of the depression, and there were
40 cases of coma. Three patients were known to convulse, and there were
two instances of hypotension, Interestingly, one patient revealed a fever of
unknown origin.

MISCELLANEOUS STRUCTURE

Tranquilizers are sometimes classified according to the degree of ONS depres-
sion which they effect. We have used a classifieation based upon structural
similarity, for better correlation of intoxication manifestations common to
chemically similar drugs. As would be expected, there are several tranquilizing
drugs that do not fall into the fouregoing structural groupings. These drugs
are considered separately under the designation “miscellaneous structure.” Of
the 115 cases reported, 43 involved chlordiazepoxide hydrochloride ingestion,
43 hydroxyzine hydrochloride ingestion, and 13 et hehlorvynol ingestion.

The CNS depression produced by chlordiazepoxide hydrochloride is comparable
to that by meprobamate but less potent than by the phenothiazine derivatives 3
Anticonvulsant effects and skeletal-muscle-relaxing properties are also attributed
to this drug.” ™ Chlordiazepoxide hydrochloride has been used in the treatment
of chronie alcoholism because of its ability to allay withdrawal symptomatology
and delirinm tremens.”® As with meprobamate, the incidence of children's
ingestion of chlordiazepoxide hydrochloride represents a snmller portion of
the total than occurred with the other tranquilizers—only 14 percent. 1In
70 percent of the cases reported, the patients received medical attention for
suicide attempt. Approximately 40 percent revealed some type of CNS depression,
including two cases of coma. Of the 43 patients ingesting chlordiazepoxide hy-
drochloride, 13 were known to have been hospitalized. There were no reports
of convulsions.

Hydroxyzine hydrochloride produces CNS depression, but, like meprobamate
and chlordiazepoxide hydrochloride, it is a less potent depressant than the
phenothiazines.™ * The skeletal-muscle relaxant properties and antiarrhythmic
properties attributed to this drug are not well documented clinieally.” In eontrast
to chlordiazepoxide hydrochloride and meprobamate, the incidence of hydroxy-
zine hydrochloride ingestion in the children’s age group is relatively high, repre-
senting 84 percent of the total ingestions. There were only six suicidal attempts
in this group. Only T percent of the patients revealed manifestations of CNS
depression, and there were no instances of coma or convulsions. Six of the
patients ingesting hydroxyzine hydrochloride were known to require hospital-
ization.

Ethchlorvynol is considered to be a stronger CNS depressant than chlor-
diazepoxide hydrochloride and hydroxyzine hydrochloride.® Although only 13
case of ethchlorvynol ingestions were reported, it was interesting to find that
8 of the patients revealed some evidence of CNS depression, and in 2 eases coma
was reported. The fact that 9 of 13 cases reviewed were known to require
hospitalization tends to confirm the sedative properties of this drug.

See footnotes on p. 53,
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COMBINED DRUGS AND MULTIPLE INGESTION

Of the 21 cases of combined drug ingestion, 12 patients revealed manifestations
of CNS depression, and 12 were known to have been hospitalized. Since the
pharmacological effects of these combined medications are not well defined, it is
difficult to correlate results with those discussed above. Of the 23 cases classi-
fied under multiple ingestion, 13 patients revealed manifestations of CNS depres-
sion, and 13 were known to have been hospitalized. Without dosage informa-
tion for the individual drugs ingested, no conclusions as to synergism and
potentiation can be drawn. As would be anticipated, suicide attempts were made
in 16 (70 percent) of the cases of multiple ingestions.

COMMENT

If the gquestion of poisoning arises, immediate information may be obtained by
telephone from the nearest poison control or poison information center. The
poison control centers provide facilities, medication, and personnel for emer-
gency treatment. A standard report form supplying identifying and clinical data
is utilized for all inquiries and treated cases. These reports are reviewed and
evaluated in an effort to understand better the etiology, diagnosis, and treatment
of poisoning.

Tranquilizers represented 2.4 percent of all poisonings reported to the National
Clearinghouse for Poison Control Centers in 1959 and 1960. Intentional ingestion
wis known to be the etiological basis in 35 percent of the cases reviewed. It be-
comes evident that the popularity of tranquilizers as suicidal agents must now
rival that of the barbiturates. As with other medications and many potentially
toxic household materials, the large number of accidental ingestions of tran-
quilizers in children must reflect negligence or lack of awareness by more
knowledgeable members of the household.

In general, fewer children manifested symptoms or required hospitalization
than persons in the other age groups. More people were known to manifest
symptoms and require hospitalization after suicide attempts, and, as expected
the preponderance of those attempting suicide were in the young adult and adult
age groups. With the increased usage of tranquilizers and frequent oceurrence
of moderate to severe CNS depression consequent to overdosage, it becomes
apparent that intoxication with a psychopharmacological agent must be con-
sidered in the differential diagnosis of an unconscious patient. A knowledge of
toxicity and complicating side effects is imperative in the satisfactory treatment
of tranquilizer poisoning.

Without attempting to review the indications for specific drug therapy in
nenropsychiatrice disturbances, it is generally recognized that the phenothiazines
are used more frequently for more severe disturbances than the other drugs
studied. The information gathered, however, indicates that a proportionally
greater number of suicide attempts occurred with drugs that are frequently pre-
scribed for minor, nonhospitalized emotional disturbances. This should serve
to call the physician’s attention to the danger in the casual administration of
such medication subsequent to an indefinite diagnosis, and should emphasize
the need for careful observation and frequent revaluation of patients known
to have access to tranquilizers,

Department of Health, Education, and Welfare, U.8. Public Health Service,
Washington 25, D.C. (Dr. McKown).
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GENXERIC AND TRADE NAMES OF DRUGS

Promazine hydrochloride—Sparine Hydrocloride.

Trifluoperazine hydrochloride—Stelazine Hydrochloride.

Prochlorperazine—Compazine.

Reserpine—Rauloydin, Raurine, Rau-Sed, Reserpoid, Sandril, Serfin, Serpasil,
Serpate, Vio-Serpine.

Rauwolfia serpentina—Raudixin, Ruaserpa, Rauval.

Meprobamate—Equanil, Equanil I-A, Meprospan, Meprotabs, Miltown.

Chlordiazepoxide hydrochloride—Librium,

Hydroxyzine hydrochloride—Atarax, Vistaril Parenteral.

Ethehlorvynol—Placidyl.
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[From the American Medical Association Journal, 180 :012-514, Aug. 10, 1964]

DRrRUG ABUSE AND ADDICTION—REPORTING IN A GENERAL HosprraL

(John A, Schremly, M.D., and Philip Solomon, M.D., Boston)?*

Although drug abuse and addiction has been a social problem since the latter
19th century, there are no reliable incidence or prevalence statistics currenly avail-
able. Hambourger * reported on the prevalence of the abuse of barbiturates. In
the decade studied (1928-37) only 85 of 1,250,000 general hospital admissions
were diagnosed as barbiturate addicts. Of the 85, only 42 took barbiturates
daily. It was puzzling to learn that over the 10 years barbiturate addiction ae-
counted for only 0.11 percent of more than 300,000 admissions to one of the
largest hospitals surveved, the Boston City Hospital. This was all the more
remarkable since acute barbiturate poisoning represented almost 20 percent of the
total number of all cases of poisoning (approximately 2,000, excluding aleohol
and carbon monoxide) admitted to this hospital.

The present authors decided to investigate the current degree of drug abuse and
addiction in the Boston City Hospital. A preliminary survey of the records of the
past Z-year period (1959-61) revealed that only 10 eases of drug abuse or addie-
tion had been reported by the house officers. A systematized running study was
then undertaken of the number of patients with drug abuse or addiction admitted
to the Boston City Hospital. All the important drugs known to have abuse
potential were included.® Tt was anticipated that a much greater number of cases
would be found than the previous hospital records indicated. Although the tak-
ing of drugs when not indicated medically constitutes abuse, only those patients
who abused drugs daily for 1 month or longer were considered reportable for
purposes of this study. Aleohol was excluded from this study.

PROCEDURE

All new cases of drug abuse or addietion admitted to the emergency floor of
the Boston City Hospital over an S-month period (October 1961-May 1962)
weére counted. House officers were requested to diagnose and report to the au-
thors each new case. An appropriate checksheet (available upon request)

was provided for convenience in reporting. All submitted cases were relatively
easy to validate since the data requested was minimal and the eriteria readily
available. One of the authors saw the majority of patients and upon documenta-
tion the sum of 1 was paid to the reporting house officer. All patients age 15
and over admitted to the emergency floor were thus sereened on a 24-hour round-
the-clock basis during the 8-month period.

A technique or random sampling was also employed in the hopes of uncover-
ing otherwise missed or “hidden” abusers. The middle 4 months (December
1961-March 1962) were more closely screened by the authors beyond the ordin-
ary routine afforded by the usual house officer coverage on the emergency floor.
At weekly intervals, every 20th patient of any sort was interviewed. varying
the day at random, with the purpose of eliciting the diagnosis of drug abuse or
addiction. The average number seen during a 24-hour period was 13, Elope-
ments, those who departed before they could be seen, varied from one to two in
any given sampling. Children under 15 Years of age, maternity patients (who
enter vin a special route bypassing the emergency floor), and persons dead on
arrival were omitted from the count in establishing every 20th patient for inter-
viewing., The next in succession (21st) was counted when any reason disquali-
fied a patient in the regular order of rotation. The average number missed per
24-hour sampling was 1,

Approximately 100,000 patients were admitted to the emergency floor over the
8 months studied : primarily they were in the lower socioeconomic group, ranged
in age from infancy to senescence, were mainly Roman Catholie, and were equally
divided between Cauncasian (largely Irish and Italian) and Negro. Approxi-
mately 400 were admitted daily.

S S T

L Dr. Schremly ls chiof of the Men's Addietion Serviee of the 1.8, Publie Health Serviee

Hospital, Lexington, Ky. Dr. Solomon is an as te clinieal professor of psychintry

at Harvard Medieaul School and physician-in-chief, Psychiatry Service, at the Boston City
l[u.-:ilifnl.

# Hambourger, W, E.: “Promiscuous Use of Barbiturates: I, Analysis of Hospital
Data,” JAM.A., 114 2015, 1940,
Expert Committee on Addietion-Producing Drugs—11th Report, WHO Technical
Reporting Service, 211 : 1-1 6, 1961,
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RESULTS

A total of 82 drug abusers and addicts was reported during the S-month study
(Figure). Forty-four were addicted as follows: diacetylmorphine (heroin), 32
(four of these also abused barbiturates), terpin hydrate with codeine, 5; pare-
goric 3 ; morphine sulfate, 2 ; dihydrohydroxycodeinone ( Percodan), 1; codeine, 1.
Thirty-eight were abusers as follows: barbiturates, 17; one of these also abused
meperidine hydrochloride (Demerol Hydrochloride) ; meprobamate, 5: dextro-
amphetamine sulfate, 4; both barbituates and dextroamphetamine sulfate, 3:
glutethimide (Doriden), 2; bromides, 2; an inhaler (Valo) containing 150 mg. of
Z-amino heptane carbonate, 150 mg. of d-1 desoxyephedine carbonate, 50 mg, of
phenylpropanolamine carbonate, menthol and aromaties, 2; and chlordiazepoxide
hydrochloride (Librium), ethehlorvynol (Placidyl), and propoxyphene hydro-
chloride (Darvon), 1 each. Among the heroin addicts, two also abused mari-
juana, one, lysergide (LSD-25), and one, propoxyphene hydrochloride. By com-
parison, the authors in their routine hospital work diagnosed only 2 cases in the
total of 28 reported during the 2 separate periods when the house officers did all
the routine checking.

A check of both the Boston City Hospital and the Commonwealth of Massachu-
setts Food and Drug Division records indicated that only six new cases were of-
ficially reported to either of these agencies during the S-month period. The
authors had offered psychiatric consultation, but had made no attempt to alter
current procedures of reporting for medical or legal reasons.

HOUSE OFFICER AUT”OPRER%%WUNG HOUSE GFFICER
PERIOD EE PERIOD

20

MEAN NUMBER
{OF ABUSERS
PER MONTH

1

i

OCT. NOV. DEC. JAN. FEB MARCH APRIL MAY

1962
EIGHT = MONTH PERIOD

Coraparison of number of ubusers uncovered during control
and sampling period.

COMMENT

There was great discrepancy between the number of drug abusers and addiects
actually discovered in the 8 months of routine checking on the new admissions
to the hospital and the number reported to the official agencies of the State during
that same period. The 6 patients reported constituted only 7 percent of the total
82 patients who should have been reported. The 6 in 8 months compare statisti-
cally with the 10 in 2 years 1959-61, mentioned previously. Obviously, the
officially reported figures fail, by an order of magnitude, to portray the facts,
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Careful search also disclosed hidden cases of drug abuse and addiction among
patients who did not readily divulge their history of drug activity. In a 4-month
period the authors detected 13 cases in addition to the 41 that were diagnosed by
the house officers during the same period. Yet these 13 represented random
sampling of only every 20th patient. If the same raito held and all patients
admitted had been seen by us, presumably some 260 hidden cases might have been
discovered, The implication is that there may be far more drug abusers and
addicts in the general population than has ever been suspected (apparently 3
per 1,000).

It would be interesting and important to inquire why house officers do not
report cases of drug abuse and addiction in the officially designated manner.
We purposely avoided showing an interest in this question in order not to
influence the behavior of the house officers. It is our strong impression from
talking to house officers subsequently that few of them know that they are
supposed to make such official reports. Some do know but feel that apparently
no one checks up on them on these matters and conclude that presumably the
whole thing is of little concern. In the busy life of a house officer what can be
neglected often is neglected.

It would be interesting to know whether these same attitudes and practices
exist also among practicing physicians in the community. They may be even
more motivated to aveid filling out the proper forms by virtue of a desire to
“protect” - their private patients from the stigma of public reporting. The
inereased results of the house officers during the period when the authors were
present doing the random sampling may well have been due to increased aware-
ness of the problem of drug abuse and addiction because of our presence. That
increased interest and attention to the problem can elicit many more hidden
cases is suggested by the fact that the authors, admittedly more experienced
interviewers, by sampling only every 20th new admission were able to detect
32 percent more cases beyond those detected by the house officers (13 cases be-
yvond the 41). It must be recognized, however, that the 4 months in which the
random sampling took place were the winter months when admissions generally
were greater in number.

SUMMARY

House officers on duty at the emergency floor of the Boston City Hospital
were motivated by the offer of a monetary reward to report instances of drug
abuse and addiction in new patients being admitted to the hospital. After a
period of 2 months, random sampling of all new admissions was made by the
authors for a period of 4 months to see if more experienced interviewing would
detect hidden eases of drug addiction and abuse missed by the house officers.
Following these 4 months, there was a return to 2 more months of motivated
reporting by the house officers alone. The official records of the Commonwealth
of Massachusetts were then examined to gee how many of the detected cases
were reported by the house officers in routine fashion.

Of 82 cases detected, only 6 were reported. In the 4 months in which the house
officers worked alone they detected 28 cases. In the 4 months the authors worked
alongside them, the house officers detected 41 cases and the authors, by sampling
every 20th new admission, detected 13 more.

It is concluded: (1) Because of failure to report diagnosed cases, official
statistical figures may underestimate by an order of magnitude the true amount
of drug abuse and addiction in the community ; (2) Inereased interest and atten-
tion to the problem of drug abuse and addiction in new patients being admitted
to a large general hospital may elicit many hidden cases otherwise undetected.
The failure of proper interest and attention may account for another order of
magnitude in the underestimation of drug abuse and addiction in the community.

(1824 Beacon Street, Brookline, Mass., 02146 (Dr. Solomon).)

GENERIC AND TRADE NAMES OF DRUGS

Meprobamate—Equanil, Equanil L-A, Wyseals, Meprospan, Meprotabs, Mil-
town.,

Glutethimide—Doriden.

Chlorodiazepoxide hydrochloride—Llibruim.

Ethehlorvynol—Placidyl,

Propoxyphene hydrochloride—Darvon.
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MISUSE OF VALUABLE THERAPEUTIC AGENTS: BARBITURATES, TRANQUILIZERS,
AND AMPHETAMINES

(A report by the Committee on Public Health, New York Academy of Medicine)

The reported widespread misuse of valuable therapeutic agents—narcotics offer
a striking example—represents a public health problem of major proportions.

Mounting evidence indicates that there are three families of drugs of proven
usefulness which are being misused as much if not more than narcotics. These
drugs are the birbiturates, tranquilizers, and amphetamines.

Barbiturates are most commonly used to induce sleep. But a large amount
is prescribed also for anxiety, nervousness, tension, and other poorly defined
conditions. Other normal medical uses for these drugs are as anticonvulsants
(in cases of epilepsy), anesthesia and preanesthesia, and for research investiga-
tion, particularly in neurophysiology. While there are perhaps 50 barbiturates
being marketed for elinical use, the ones most frequently prescribed in the United
States are barbital, available as Veronal; phenobarbital, as Luminal; pento-
barbital, as Nembutal ; and secobarbital, as Seconal.

Official Government reports on production and sale of barbiturates in this
country show that since 1954 at least 700,000 pounds of these substances have
been produced each year. In 1960, the figure was 852,000 pounds which, it has
been estimated, would provide enough raw material to make approximately
6 billion 1-grain barbiturate eapsules or tablets, or about 33 for every man, woman,
and child in the United States.

In addition, there have been over 1 billion tablets of another sedative drug,
glutethimide—available as Doriden—distributed in the United States in the
past 7 years. This drug has been described as barbituratelike in chemiecal strue-
ture and pharmacological effect, though the manufacturer promotes it as a
nonbarbiturate.

The problems arising from the misuse of barbiturates have engaged the com-
mittee’s attention for many years. In 1956, the committee published the third
of its reports on this family of drugs and outlined a series of recommendations
for controlling their use.

However, it appears that barbiturates continue to be widely misused. A study
prepared by the Health Department of the City of New York reveals that in the
period between 1957 and 1963, inclusive, there were 85,469 cases of barbiturate
poisoning in this eity. Of this total, 1,165 cases were fatal and listed as suicides
or due to undetermined causes. The rest, nonfatal, included 4,179 attempted
suicides; 744 accidental poisonings; and 2,351 poisonings due to undetermined
cirenmstances,

Furthermore, it has been demonstrated by a group of investigators at the
Addiction Research Center in Lexington, Ky., that barbiturates taken regularly
in large quantities produce all three characteristic symptoms of addiction:
tolerance, physical dependence, and psychic dependence.

Tranquilizers and ataraxics are being offered as safer, equally effective, and
dependable replacements for barbiturates in the treatment of tension, stress,
and for relieving anxiety. The three principal groups of compounds in this
family of drugs are phenothiazine derivatives, including chlorpromazine, which
is available as Thorazine; rauwolfia derivatives, adaptations of Indian snake-
root; and a miscellany of compounds including the bestselling meprobamate,
available as Miltown and Equanil and chlordiazepoxide, available as Librium.
According to one expert, several of these are misrepresented as tranquilizers since
they are pharmacologically closer to sedatives and have been reported by several
objective observers to have the same addicting properties as barbiturates.

And in a recent hearing on specialized drugs and drug problems bhefore a
subcommittee of the U.S. Senate, it was noted that in 1961, Americans ingested
a mountain of tranquilizers weighing 1,400,000 pounds.

More recently, tranquilizers were described as rivaling barbiturates as sui-
cide pills. From a study of 968 tranquilizer poisonings reported over a 17-month
period in 1959-60 to the U.S. Public Health Service's National Clearinghouse
for Poison Control Centers, it was nofed that most of the suicides attempted
with tranquilizers had involved the mildest of these drugs. In addition, it was
found that numerous cases of stupor, convulsions, and coma resulted from over-
dose of tranquilizing drugs. But in some cases, deleterious effects were reported
from the use of prescribed dosage.
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The use of tranquilizers and barbiturates with suicidal intent points up the
fact that suicide, as the fifth leading caunse of death in the United States, has
become a major public health problem. The seriousness of the situation has
impelled a number of medical and nonmedical agencies throughout the country
to institute suicide prevention programs.

In New York City, the department of hospitals has organized a 24-hour suicide
prevention telephone service in five of the municipal hospitals. Persons in need
of help are advised to call INgersoll 2-3322 at any hour of the day or night, A
psychiatrist will be available to respond to callers seeking aid.

Another agency in New York City which has been establishe
of dealing with suicidal crises is a Save-a-Life League.
in midtown Manhattan but is prepared to render
calls Murray Hill 7-2142,

Amphetamines act primarily as stimulants to the central nervous
They are effective in relieving fatigue, lightening emotional depression and,
because they tend to suppress the appetite, in the control of obesity, When
vrescribed by responsible physicians, these drugs are found to be helpful in
treating neurotic and depressed patients. When misused, they borrow energy
which the body cannot afford to spend.

The most commonly used amphetamines are benzedrine and dexedrine. And
because this drug promotes alertness—especially in combination with aleohol—
it is most attractive to thrill-seeking youths. According to a report presented
to a U.8. Senate Subcommittee on Juvenile Delinqueney, the use of amphetamines
by juveniles and young adults is mushrooming all over the country. It was stated
that they are used increasingly by children and are linked with delinquency.

Moreover, the so-called pep pills are all the fashion among college youths and
teenagers. It is reported that amphetamines are a large element in wild orgiastic
binges in college communities throughout the Nation. Meanwhile, a number of
investigators have pointed out that amphetamines alone and in combination
with barbiturates have addictive properties.

The consequences of misuse of any of these three drugs are many, ineluding
death ; temporary or permanent damage to the brain or nervons system ; poison-
ing; and addiction. Children or youths who have been made stuporous by the
ingestion of sedatives or tranquilizers or euphorie by use of amphetamines are
most vulnerable or prone to sexnal offenses, either as vietim or perpetrator,

In recent years, a considerable number of serions accidents on the highways
and in the air were traced to the nse of amphetamines or tranquilizers hy persons
operating the vehicles. Tranquilizers were blamed in 1959 when a pilot taking
them crashed a plane, killing all 26 aboard. More recently, when police searched
2 trailer trucks which had been involved in a multiple-vehicle accident on the
New Jersey Turnpike, they discovered a total of 14 benzedrine tablets. The two
truckers had been trying to fight off fatigue with the drugs. They also had
been traveling more than 60 mi an hour in a 35-mile zone in heavy fog. The
accident killed them and four others,

Dangerous episodes listed as accidents may take place when a person takes
a single overdose of one of these drugs, or repeated doses at short intervals of
barbiturates. Death or near death can result and survival often depends on
heroic measures. And when there is no elear evidence of an attempt at suicide,
these instances are listed as poisonings under undetermined cirenmstances.

Not all persons who die from misnse of ba rbiturates intend to kill themselves,
Some have no thought of suicide but die from an accidental overdose of the drug.
Then there is a second group of persons who threaten to kill themselves but do
not really intend to die. Death comes when they miscalculate in the dos
or in their arrangements to be saved. But, of course, there are persons who mis-
use the barbiturates especially for suicide and do succeed in their purpose.

The extent of the problem is pointed up in a study prepared for the United
Nations Bulletin on Narcoties in which it is hypothesized “that the total number
of people in the United States using barbiturates, other sedatives, stimulants,
and tranquilizers would approach 5 million, not to mention several hundred
thonsand marihuana and narcot users * * *  There are also problems in-
volving glue sniffing (by young children) * * * drinking cough syrups contain-
ing codeine and alcohol, and abuse of a whole range of other substances affecting
the mind, including lysergic acid (LSD) and mescaline (peyote).”

Nevertheless, there is an astonishing lack of solid data about the abuse of
barbiturates in the United States. The Advisory Commission on Narcoties
and Drug Abuse, appointed in 1963 by President Kennedy, reported that the
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records of various agencies connected with drug abuse frequently are inaccurate,
incomplete, and unreliable. The Commission report went on to say that there
are large numbers of drug abusers who never come to the attention of the
community ; that there is an increasing abuse of nonnarcotic drugs concomitant
with a decrease in the abuse of narcotics; that there is an entirely new and
increasing abuse of drugs periodically on a spree basis; and that the possible
abuse of barbiturates and amphetamines may be increasing because they are
cheaper, easier to handle, and more easily obtainable.

The findings of the President’s Advisory Commission have been documented
by a wholesale number of articles in the lay magazines on the widespread use
of “goof balls,” marihuana, glue-sniffing, and even narcotics among juveniles on
sprees.

The first effort, on a Federal level, to control the use of barbiturates and amphet-
amines in this country was the so-called Durham-Humphrey amendment in 1951
which specifically restricted these drugs to preseription and refill only upon
the authorization of a physician. The Congress also said that the barbiturates
posed a special problem not common to all drugs because they are desired by
addicts for nonmedical use and the legislators predicted that this would call
for further controls in the future.

Several years later, committees of both Houses of Congress heard testimony on
the barbiturate problem in this country. A bill introduced at that time to amend
the Federal Food, Drug and Cosmetic Act would have prohibited the manu-
facture, sale or possession of barbiturates except by persons specifically author-
ized by the bill and would have required that records be kept of all transactions
involving these drugs. This bill and other subsequent congressional efforts to
increase controls on barbiturates failed to pass. According to an observer:
“The public health problem commented upon by Congress has not improved
and in fact has worsened since 1956 with large amounts of barbiturates escaping
from legitimate channels of commerce at every level of the chain of distribution.”

At the present time, Federal law in the United States applies solely to bar-
biturates shipped in interstate commerce; requires no inventory control; but
does require that copies of purchase orders for these drugs be made available for
inspection for appropriate Government agencies.

In 1962, Congress rejected provisions to increase the controls of barbiturates
as proposed in H.R. 11581 and in 8, 1552. 1n 1963, 8. 5563 was introduced for
the same purpose but failed to pass. It has been revised and introduced again
in the current session of Congress as S. 2628,

The entire problem is described succinetly in the findings and declarations of
sec, 2 of the proposed bill :

“The Congress hereby finds and declares that there is a widespread illicit
traffic in barbiturates, in psychotoxic drugs moving in or otherwise affecting
interstate commerce; that the use of such drugs, when not under the supervision
of a licensed practitioner, may cause a wide variety of acute and chronic changes
in psychological funetioning, social behavior, or personality, such as difficulties
in judgment and coordination, disorderly thinking, disturbances in mood, bizarre
and abnormal perceptual experiences, and more severe behavior disturbances
such as attempted suicide and antisocial activities ; that this illicit traffic results
in extensive sale and distribution of such drugs to juveniles and youths, as well
as adults, not under the supervision of a licensed practitioner; that the use of
such drugs by juveniles, when not under the supervision of a licensed practi-
tioner, may lead them to perform acts of delinquency and crime and to experi-
ment with narcotic drugs, which experimentation may result in narcotic addic-
tion; that the use of such drugs, when not under the supervision of a licensed
practitioner, often endangers safety on the highway and otherwise has become
a threat to the public health and safety, making additional regulations of such
drugs necessary regardless of the intrastate or interstate origin of such drugs;
that in order to make regulation and protection of interstate commerce in such
drugs effective, regulation of intrastate commerce is also necessary because,
among other things, such drugs, when held for illicit sale, often do not bear
labeling showing their place of origin and because in the form in which they
are s0 held or in which they are consumed a determination of their place of
origin is often extremely difficult or impossible; and that the regulation of
interstate commerce without the regulation of intrastate commerce in such drugs,
as provided in this Act, would diseriminate against and depress interstate com-
merce in such drugs."

43-876—66——5
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A model State law concerning hypnotic or somnifacient drugs, patterned after
the Federal law, was suggested by the Council of State Governments in 1955.
This model law is similar to the recommendations proposed by the Committee
on Public Health in its 1956 report except in the following particulars: Although
it requires that refilling of a preseription must be specifically authorized, it does
not specify a minimum interval between renewals, the total number of renewals,
and the expiration date of the prescription. On the other hand, it includes a
section on penalties. One of the provisions in the model law is similar to that
recommendation made by the Committee on Public Health which provided that
the physician must maintain records of barbiturates distributed by him.

Until 1963, the law in the New York State controlling barbiturates provided
that duly authorized prescriptions for these drugs had a life of 6 months., Pre-
seriptions counld be refilled a number of times within this period.

Prompted by the desire to bring the New York law into conformity with the
Federal regulations, the New York State Legislature in 1963 enacted sec. 6814 of
the State Education Law. The principal provisions of this new law remove the
6 months’ life of the prescription and require only that such a prescription shall
be written by a duly authorized person and that the druggist must record on
the prescription the date of the refilling.

The New York State Penal Law, sections 1747-b and 1747-c, provides that
any person who sells, exchanges, or gives away barbiturates or amphetamines
in violation of the State education law, shall be liable to imprisonment for not
more than a year, or a fine of not more than $500, or both, upon conviction for
a first offense; but if the violation is a second offense, the person shall be liable
to imprisonment for not more than 2 years, or a fine of not more than $1,000
or both.

For the past 10 years, the New York City sanitary code and the health code
which replaced it have contained a regulation providing that preseriptions for
barbiturates had a life of 3 months. At the present time, however, efforts are
being made to change this regulation in order to bring it into conformity with
the less restrictive State and Federal laws.

In 1946, the commiitee on public health was asked by the New York City
commissioner of health to give its opinion on the desirability of extending
restrictive measures regarding the sale and distribution of barbiturates. The
commissioner submitted to the committee a draft of proposed regulations which
were drawn up in cooperation with the New York office of the Federal Bureau
of Narcotics.

The committee studied the proposed changes in the regulations and expressed
the view that in the interest of public health, the suggested extension of control
should not operate to interfere with the freedom of physicians in their practice ;
rather it should guard against misuse by the dispenser and the nser,

The committee recommended the following specific regulations :

1. Prescriptions should be refillable when so indicated by the issuing phy-
gician; but such prescriptions should indicate a minimum interval between
renewals and the total number of renewals. No preseription containing a bar-
biturate should be refilled after 6 months from the date of issuance.

The committee pointed out that in certain conditions, the treatment makes
renewals necessary. And while it was aware that in some CASes, 4n Unnecessary
financial hardship is imposed on the patient who must return to the physician
for a new prescription, the committee felt that it is important for the physician
to see the patient occasionally in order to evaluate the treatment.

2. Pharmacists should not reveal the content or furnish copies of prescriptions
to patients.

3. Prescriptions should carry suitable information about the identity of the
patient and the prescriber.

4. In an emergency, a physician should be allowed to transmit to a pharmacist
by telephone a preseription for not more than 6 average doses of barbiturate
drugs provided a written prescription is supplied to the dispensing pharmacist
within 72 hours. Should the pharmacist fail to receive snch a written prescrip-
tion, he should notify the health department of the omission.

5. Proper records of dispensed barbiturates should be kept by physicians,
dentists, and veterinarians.

6. Manufacturers, wholesalers, and jobbers should maintain suitable records
of sales and distribution, and inventories of stocks.
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7. Pharmacists should keep records of bills of purchase of barbiturates and
copies of prescriptions on which drugs were dispensed, including notation of
amounts dispensed upon refilling.

8. Barbiturates should not be supplied to any person except on prescription or
in the course of legal sale within the drug trade.

All of the committee’s recommendations, in either their original or slightly
varied form, were incorporated in the sanitary code by the end of 1947,

In the 10 years between 1946 and 1956, the committee continued to study
the misuse of barbiturates. And at the end of this period, it published a report
which made the following recommendations :

1. The model law controlling the manufacture and distribution of barbiturates
should be adopted by all States. Large cities with home rule should have laws
patterned after this act.

2. A realistic effort toward enforcement of the model law when enacted is an
essential step. An adequate staff of inspectors to examine records should be
organized. Efforts at enforcement should be concentrated on the large cities
where the rates of incidence of barbiturate poisoning are highest.

3. An educational campaign should be conducted by health departments and
medical and pharmaceutical societies to remind their members of their responsi-
bilities of acquainting patients with the dangers of misuse of barbiturates. At
the same time, there should be a campaign, using all media, to inform the
public of the risks attached to misuse of barbiturates.

4. Above all, it is highly desirable that adequate funds should be provided
to support research on the causes of unrest, anxiety, and tension that are so
prevalent among the population and are the basis for such great use and misuse
of barbiturates.

Research should take into account the popularly held belief that psychoactive
drugs are a cure-all for every emotional and psychological stress, whether slight
or great, and a means to attain “happiness.” Thus, some persons are known
to take an amphetamine in the morning, a tranquilizer to get through the day,
and a barbiturate at night. Asa result, these persons develop an overwhelming
dependence on such drugs,

But until research develops the desired information, there should be initiated
immediately an educational campaign designed to teach the public that both
the goal of “happiness” and the use of psychoactive drugs to achieve that goal
are illusionary.

At this point, it is clear that misuse of barbiturates, tranquilizers, and amphet-
amines presents different problems according to the segments of the population
and the variety of consequences attendant on such misuse : juveniles may injure
their health, engage in antisocial or immoral acts, or may incur poisoning or
addiction; both juveniles and adults may have auto accidents as a result of
taking sedatives, tranquilizers or stimulants: adults may incur poisoning or
near death from overdose of these drugs, particularly barbiturates: accidental
death may result from overdose of barbiturates; and, finally, barbiturates and
related drugs may be used to commit suicide.

The remedies which the committee proposes must be seen against the back-
ground of the hazards listed above -

1. Federal law should be designed to control the movement of barbiturates,
amphetamines and other psychotropic drugs in order to combat the illicit traffic
in these drugs and to prevent their continued misuse,

2. The Federal law on the prescription of barbiturates should be more restrie-
tive. The committee feels it should be more in accord with the first recommen-
dation in the 1946 report.

3. There should be stricter enforcement of the existing law on dispensing
barbiturates and amphetamines so that they do not get into the hands of
juveniles.

4. Motor vehicles should not be operated by drowsy drivers. Barbiturates,
tranquilizers, amphetamines, and antihistamines may produce mental confusion,
drowsiness, or postpone drowsiness. Persons who have taken them in a dosage
that would produce these effects should not drive while under their influence.

5. Suicide is a major cause of death, But there are agencies which stand
ready to give aid in thwarting suicide and rescuing the vietim. The existence
of these agencies should be given the widest publicity through all media of
communication. In New York Oity, the telephone number of the emergency
suicide prevention agencies of the department of hospitals should be made
known to all the residents. The telephone number of the Save-A-Life League,
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and other agencies geared to provide aid to a would-be suicide, should also be
disseminated widely. Finally, there should be a provision for mandatory
psychiatric examination of a person immediately after regaining consciousness
following an unsuccessful attempted suicide by an overdose of these drugs.

6. There should be an educational campaign to change the present publie
workship of “happiness” and “tranquillity.” This attitude on the part of many
people produces an almost slavish dependence on psychotropic drugs.

(Approved by the Committee on Public Health, the New York Academy of
Medicine, May 11, 1964.)
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[From the Ameriean Medical Assoclation Journal 189 : 366-37T, Aug. 3, 1064]
BARBITURATE UBE IN NARcoTIC ADDICTS
(Ernest Hamburger, M.D., Lexington, Ky.*)

Accumulating data concerning physical dependence on barbiturates
by narcotic addicts and reviewing case records to elicit patterns of
barbiturate use are the two major phases of this study.

It is suspected by many authorities that barbiturates are inereasingly being
used as drugs of psychic and physical dependence. A review of the literature
shows that little is known about the actual extent of barbiturate use in the
general population. Although statistics concerning the use of barbiturates are
limited, some information is available. It is known that the equivalent of 26
doses of barbiturates for every man, woman, and child were produced in the
United States in 1055.! Barbiturate production is believed to have increased
significantly since then.

A number of serious and complex cases involving the problem of barbiturate
use in narcotic addicts prompted the author to investigate this problem at the
1.8. Public Health Service Hospital in Lexington, Ky. The study was divided
into two phases, The first was to accumulate as much experience as possible
concerning the clinieal problem of psyehic and physical dependence on barbitu-
rates in the narcotic addict population of the hospital. The second phase was
a review of 1,000 consecutive case records of first-admission narcotic addict
patients in order to elicit occurrence and possible patterns of barbiturate use.

Olinical impressions.—Physical dependence on barbiturates may not be evident
because a tolerance has been acquired. However, if the user takes an amount
of the drug beyond his tolerance, acute intoxication to barbiturates occurs.
Acute intoxieation leads to difficulty in concentration, mood shifts without
apparent cause in the environment, irritability, self-neglect, and infantile be-
havior. Lateral-gaze nystagmus, dysarthria, ataxia on standing and walking,
as well as a positive Romberg’s test can be demonstrated. Longer periods of
gleep also oceur, When the patient’s tolerance for barbiturates is built up
sufficiently, he may not show any of these features, although he may be taking
up to 2,000 milligrams of barbiturates in 24 hours.

TapLE 1.—Barbiturate use in narcotic addicts*
Narcotic
addicts
No history of barbiturate use or physical dependency on barbiturates
History of barbiturate use but no evidence of physical dependence
Evidence of physical dependency on barbiturates detected

Total i

1This table indicates number of barbiturate users in 1,000 narcotic addicts. Many
giving a history of barbiturate use but no sign of dependence were prisoners who were
withdrawn from drugs prior to admission to the hospital.

Abstinence signs and symptoms in most, but not all, patients oceur in the
following sequence: the patient manifests a diffuse restlessness and anxiety;
irritability and insomnia are seen at this point; if untreated, body temperature
climbs slowly, rising as high as 105° F. (40.6° C.) in the very late stages; the pulse
rate increases accordingly ; when the patient stands from the supine or sitting
position, the pulse rate increases by 16 to 36 pulsations per minute; postural
hypotension can also be demonstrated; increasing muscle tone and brisker
reflexes are found ; and blepharoelonus can be elicited. (Blepharoclonus can be
demonstrated by tapping the glabella [area immediately between and above the
eyes]. Normally, a few blinks are seen and then accommodation oceurs. A
positive response is a rapid fluttering of the eyelids, which increases instead of
decreases.) These responses are probably due to inereased neuromuscular irrita-
bility. Delirium and grand mal convulsions may occur at this point. If relief
is not given by substitution therapy with barbiturates, coma and death may
follow.?’ Diphenylhydantoin (Dilantin) sodium has been shown to offer no

*Dr. Hamburger is a surgeon for the U.8. Public Health Service at the U.S. Publie
Health Service Hospital,

See footnotes on p. 656.
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appreciable help in convulsions of this etiology. There is some evidence to lead
to the conclusion that diphenylhydantoin sodium is contraindicated in convul-
sions due to the barbiturate abstinence syndrome.*

TaBLE 2.—Type of narcotic drug used by barbiturate users*

Number not Number
Narcotie drug using bar- using bar-
biturates biturates

10O U i SO T S
Codeine—Camphorated oplum tincture (Paragori

Meperidine (Demerol) hydrochloride
Morphinesulfate._ .. ... ______ .. ___._.
Dihydromorphinone (Dilaudid) hydrochloride. L
Methadone hydrochloride. . ... __________
Mixture of hydrochlorides of opium alkaloids (Pantopon) ...

Total

! Eleven patlents used such a great varlety of drugs, it was lmpossible to determine the nature of their
narcotie drug choice,

Difficulties may arise when the physician must deal with the problem of
narcotic addiction and barbiturate dependency. Examples of this are nu-
merous. Is excessive sleeping caused by opiate or barbiturate intoxication? Is
insomnia due to opiate or barbiturate abstinence? Are irritability and mood
shifts caused by one or the other abstinence syndrome or unrelated? These and
other questions can be resolved only by using demonstrable signs of intoxication
and abstinence to these drugs.

Glutethimide (Doriden), ethchlorvynol (Placidyl), carbromal (Carbrital), and
meprobamate (Miltown, Equanil) are included with those drugs which, though
chemically not barbiturates, clinically are almost identical in action. It has
been shown that these drugs, like barbiturates, can cause tolerance, psychic
dependence, and physical dependence* Thirty patients shown to be dependent
on very large amounts of barbiturates or similar drugs were interviewed at
length. Fifteen had been using pentobarbital (Nembutal), seven, glutethimide,
five, secobarbital (Seconal) sodium, and three, a combination of secobarbital
und amobarbital (Tuinal) sodium. Psychiatrie evaluation of these 30 patients
revealed that they all had personality disorders. Some were classifled as inade-
quate personalities with deflnite dependency needs unmet in their pre-drug-use
period. Others were primarily passive-dependent personalities, who behaved in
a childlike, pleading fashion, and manifested helplessness in practically all
phases of life. Physicians often find it difficult to refuse medication to this
type of patient in face of their persistent pleadings. These personality dis-
orders are notoriously resistant to successful psychiatrie treatment.

Interview questioning of a larger number of patients found to be physically
dependent on barbiturates was undertaken in order to elicit their motives for
this drug abuse. Many felt that the ease of obtaining barbiturates and their
low cost (as compared to heroin), encouraged supplementation of this drog
to opiates. Indeed, total substitution of barbiturates for narcotics in times of
short supply was claimed by some. It was noted that several patients who,
on initial admission interview, stated that they were addicted to a narcotie
only, were shown during withdrawal and physiological tests to be primarily
addicted to barbiturates. When told of their condition, some admitted to tak-
ing large amounts of barbiturates. They implied that they were ashamed of
the barbiturate use, although not of the narcotic addiction, Others still insisted
that they had not taken any barbiturates. They could only account for the
abstinence syndrome to barbiturates by suggesting that the sellers of heroin
were diluting it with barbiturates, the purpose being to give the customer some
type of subjective sensation when the substance was injected.

Barbiturate gratification is somewhat different than opiate gratification,
according to those who had been physically dependent on both. Oblivion,
release from the present situation, and not euphoria (a “kick” or “high”), was
often the factor that started the patient on the road to barbiturate use.

See footnotes on p. 65.
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TaBLE 3.—Barbiturate addiction in relation to race?

Negro

No barbiturate history 335 341
History of barbiturate intake with no physical dependency... 60 36
Physical dependency on barbiturates 177 51

572 428

1 A definite statistical difference detected. (Significant beyond 0.001 level.)

Statistical review.—The first statistical study done was to determine what
percent of mnarcotic addict patients claimed to take barbiturates and what
percent were physically dependent. Table 1 shows that 32.4 percent claimed
or showed signs of barbiturate use. Omnly 22.8 percent were actunally noted
to be physically dependent. As shown in table 2, there are no significant dif-
ferences in the barbiturate users’ choice of narcotic drugs. A definite differ-
ence was detected when barbiturate use was compared between races. Many
more whites than Negroes were barbiturate users. In table 3 it is seen that
73 percent were white, while 27 percent were Negroes. This was found to be
statistically significant beyond the 0.001 level.

The use of barbiturates by narcotic addiets occurs quite frequently. It has
been shown that 22.8 percent of narcotic addicts admitted to the U.S. Public
Health Service Hospital in Lexington, Ky., were physically dependent on
barbiturates, while another 9.6 percent claimed to be dependent on these drugs
at one time, No apparent relationship between ‘the type of narcotic used and
barbiturate use was discovered. However, a definite relationship was found
between race and barbiturate use in the narcotic addict; the white narcotic
addict is much more likely to use barbiturates.

Physical dependency on barbiturates may not cause obvious signs of in-
toxication because of the development of tolerance. The barbiturate intoxica-
tion and abstinence syndromes were discussed as necessary adjuncts to the
evaluation of the barbiturate user. Gradual substitution reduction treatment
using barbiturates relieves and prevents the barbiturate abstinence syndrome.
Some of the nonbarbiturate sedatives cause tolerance, psychic dependence,
and physical dependence quite similar to that caused by barbiturates. Patients
with personality disorders, particularly those with inadequate and passive-
dependent personalities, seem to constitute the bulk of barbiturate users. Ob-
livion from the present situation, rather than euphoria, seems to be the
motivation to use barbiturates.

{Department of Psychiatry, University of Colorado Medical Center, Denver.)
Generio and trade names of drugs

Glutethimide—Doriden.

HEthehlorvynol—Placidyl.

Meprobamate—Equanil, Equanil I-A, Wgyseals, Meprospan, Meprotabs,
Miltown.
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[From Bulletin on Nareotles, 16: 17-385, January-March 1964]
THE PROBLEM OF BARBITURATES IN THE UNITED STATES OF AMERIOA

(By Joel Fort, M.D., lecturer, School of Criminology, University of California ;
director, Center for Treatment and Education on Alcoholism, Oakland, Calif,)

I. INTRODUCTION

As long as man has existed, drugs such as alcohol, marijuana and opium have
been used for relief of anxiety, tension, or fatigue; for treatment of illness: and
for religious reasons. The abuse of these drugs and of more modern compounds
which also affect the brain has been a major social and health problem in many
widely separate countries and epochs. In this historical context, therefore, it is
not diflicult to understand the contemporary widespread use and abuse of the
derivatives of barbituric acid (malonylurea) accidentally discovered by Von
Baeyer in 1863 (112). The hypnotic significance of subsituting various radicals
in position five was discovered in 1903 (barbital or veronal) and given impetus
in 1912 with the introduction of phenobarbital (luminal). Since that time it is
variously estimated that up to 2,500 barbiturates and thiobarbiturates have been
synthesized with perhaps 50 being marketed for clinical use, the most used ones
in the United States being nembutal (pentobarbital), seconal (secobarbital),
amytal (amobarbital), and tuinal (amobarbital and secobarbital). All of these
synthetic derivatives have similar chemiecal structures and similar pharmacologi-
cal properties, with the main clinical variations being the onset and duration of
their action. Levi (77) has summarized the trade names, chemical names, strue-
tural formulas, and molecular composition of the barbiturates and their clinical
use. Other dates of specific historical significance in the evolution of sedatives
and hypotics include the 1840’s, when the action of bromide was recognized,
1869 when chloral hydrate was introduced, 1882 when paraldehyde was intro-
duced, and 1954 when the phenothiazine tranquilizers came into general use.
As Glatt (45) has pointed out, each of these drugs or drug families including
the barbiturates has aroused similar controversies and debates about their merits
and dangers. Since the time of the First World War there appears both to have
been a rapid increase in the use of the various barbiturates and a gradual in-
stitution of government attempts at control. In the following sections of this
monograph an attempt will be made to collectively review and synthesize what
is “known” about the extent of barbiturate use and abuse in the United States.
As will be seen, there exist major lacunae in knowledge about this problem.

II. PHARMACOLOGY ! PHYSIOLOGY AND THERAPEUTIC USES

Among the physiological effects of the barbituates are respiratory depression
proportional to the dose administered ; a decrease in tonus of the gastrointestinal
masculature and a decrease in gastric secretion; and a complex of effects on the
autonomic nervous system (47). There appears to be no impairment of liver,
renal, or cardiovascular functioning. The long-acting barbiturates and metab-
olized by the kidney and the short-acting ones by the liver. The central nervous
system effects of the barbiturates are sometimes briefly summarized by saying
they have a depressant action on all segmental levels and all levels of functional
organization. Either increased fast activity or slow activity can occur in the
electroencephalogram, seemingly based on individual differences and not cor-
related with intensity of intoxication or behavioral effects. With more than
normal clinical doses a form of intoxication occurs which includes ataxia,
nystagmus, and slurring of speech. Wikler (122) has summarized the neuro-
physiological action as a selectivity for the medial ascending reticular activating
system, with specific depressant actions on the hypothalamus, spinal cord, and
sympathetic ganglian. He goes on to say that it is likely that these drugs exert
quite specific patterns of effects both on behaviour and on neuro-organization,
but better correlation of these will depend on more detailed and more compre-
hensive descriptions of the behavioral effects as well as investigation of the
effects of graded doses on the temporal and spatial diffusion of neuroimpulses.
A number of investigators have now reported that both large doses and small
“therapeutic” doses impair reaction time, visual perception, and attention even
up to 14 hours after injection (53). The barbiturates have little effect on the
pain threshold unless an amount sufficient to impair consciousness is adminis-
tered (55). Reported effects of the barbiturates on cognitive functions, learning,
perception, hypnosis, ete. are unclear as to their significance or implications (29).
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III. USE, PRODUCTION, BALE, AND PRESCRIBING OF BARBITURATES AND RELATED DRUGS

The most common therapeutic use of the barbiturates is for the production of
sleep, which is brought on within 20 to 60 minutes and resembles natural sleep.
Thus it would appear that the most common complaint for which barbiturates
are prescribed would be insomnia. However, large amounts are also prescribed
for anxiety, nervousness, tension, and other poorly defined or physically unex-
plainable complaints. The therapeutic dose prescribed for sedation is generally
smaller than for hypnotic effects, Other normal medical uses of these drugs are
as anticonvulsants (phenobarbital for epilepsy), anesthesia (thiopental) and
preanesthesia, diagnostic agents to differentiate organic from functional psy-
chiatric disorders or functional disorders from malingering, narcoanalysis, sleep
therapy for psychosis (rarely used in the United States), and for research in-
vestigation, particularly in neurophysiology. Some authorities feel that the bar-
biturates offer unique advantages in that they can produce any degree of depres-
sion from sedation to anesthesia, thus lending themselves to a wide variety of
nses, However the ease with which they can be prescribed also results in their
being employed when other sedatives or other forms of treatment might be
preferable.

The reports of the U.S. Tariff Commission (111) on production and sale of bar-
biturie acid (table 1) show that since 1954 at least 700,000 pounds of these sub-
stances have been produced each year. More than half of the amount produced
each year is sold in undiluted or bulk form, and the rest presumably in various
specific commercial preparations. Figures on amounts produced refer to known
manufacturers, and probably additional guantities are produced by unknown,
unregistered, or illicit manufacturers. The framework of present State and
Federal legislation makes it impossible to ascertain the full details of manu-
facture and distribution. It seems safe to assume, however, that the amount of
barbiturie acid derivatives produced would be roughly equivalent to the amount
used. The 1960 fizure of 852,000 pounds, although not representing total produe-
tion, would still be enough raw material to make approximately 6 billion 1-
grain barbiturate capsules or tablets, or about 33 for every man, woman, and
child in the United States. Over 1 billion tablets of another sedative drug, bar-
biturate-like in chemical structure and pharmacological effect, Doriden, have
been distributed in the United States in the past T years, according to its
manufacturers,

TasLE 1.—Barbituric acid and derivatives

Production
Quantity Unit value
per pound

Pounds Pounds
700, H00 407,000 | §1,908, 000
852, 000 456, 000 2. 429, 000

, 00 2, 853, 000

513, 000 2,433, 000

457, 000 2, 369, 000

4067, 000

486, 000

524, 000

427,000

"

e R e

en

o
BERSLISRSEIRAEFRE RN

gt ot i

1 S R S el g S e MRS 231, 167

Note—Sales include only that portion of the original product which is sold in undiluted or un-
ecompounded form including that sold in bulk, and that sold in packages.

Produetion data are for medicinal chemicals in bulk, They do not inelude finished preparaticns (tablets,
capsules) manufactured from bulk medicinal chemicals.
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Systematic, nationwide records are not available on the number of prescrip-
tions written for barbiturates or other sedatives alone, or the amount of drugs
ordered on each prescription. However, a nationwide sampling by the retail
drug industry indicates that 14 to 18 percent of all prescriptions fall into the
category of sedatives and tranquilizers ranking first or second in popularity,
and also constituting 18 percent of all refill prescriptions (24). Barbiturates
rank between first and third at different times, in frequency of prescription
within the sedative and tranquilizer category (11 to 12 percent). (One writer
states that 3 to 4 billion doses of barbiturates are legally prescribed each year.)
This compares with the 7 percent for barbiturate prescriptions alone reported
in England (45). An estimate in 1957 was that 36 million prescriptions were
written for 1.2 billion tranquilizers, and it now constitutes a $250-million-per-
year retail business. Reports of local, State, and Federal law enforcement
officvers and the U.S. Food and Drug Administration indicate that hundreds of
thousands of barbiturate tablets or capsules are being sold illegally each year
in the United States by professional eriminals as well as by some manufacturers,
pharmacists, and physicians (1, 17, 97, 110).

There are more than 7,000 drug and chemical wholesalers in the United States
and more than 56,000 retail drugstores with total sales in 1960 of $7,530 million.
Table 2 (103) shows a breakdown of 195458 shipments of tranquilizers,
barbiturates, ete. Table 3 shows a breakdown of the various barbiturie acid
derivatives, tranquilizers, ete., produced in 1960,

TasLe 2—U.8. Department of Commerce census of manufactures

Value of shipments including
interplant transfers

19568 1954

Tranquilizers, sedatives, and hypnoties.____________________ 1 $236, 802, 000 @

Barblturates in preparation without other active agents:
Parenteral. : 7, 501, 000 £2, 343, 000

14, 767, 000 17, 333, 000
4,214, 000 4, 009, 000

Oral solids and liquids 10, 958, 000 10, 850, 000
DA = o i e ey e s 2, 639, 000 3, 543, 000
All other hypnoties and sedatives (except barbiturates and narcoties).... 6, 699, 000 4,770, 000
Tranquilizers, excluding Rauwolfia preparations;
Oral forms. g 128, 615, 000
All other forms._ _ A o, A 3 10, 954, 000
Tranquilizers, sedatives, hypnoties not specified by . 200, 000
Cough sirups, elixirs, expectorants (including narcoti
Containing anti-histaminies_ . ___________________ 21, 322, 000 22, 226, 000
Not containing antihistaminies 5 28, 536, 000
Internal analgesies, narcotie (excly
preparations:
Pl e 10, 109, 000

(O)r?;l_ -7 15, 505, 000
ther.. "

1 Not including undetermined amount reported as ““not specified by kind.”
1 Not available.
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TABLE 3.—Production and sales of barbiturates and tranquilizers (1960)

Sales

Produae-
Medical chemicals tion Quantity| Value
{pounds) | (thou- (thou-
sand sands of
pounds) | dollars)

Barbiturie acid derivatives, total 12, 429

5~al])1 5-(1-methylbutyl)-barbituric acid (secobarbital) and

m
.'j»-eth\! .'S-f'l runlh)l n- Im!.\l} -barbituric m\d (penmlurh!.uﬂ}_ e 41
5-ethyl-5(l-methyl-n-butyl)-barbituric scid, sodium salt. . 80, 00C 208
S-ethyl-5-phenylbarbituric acid (phenobarbital, lnmminal 270, . 708
5-ethyl- 5—phcnytbarbimric acid sodinm salt. % 1 42
All other. ..........

e 4 i s i i - , 342

Tranquilizers (cyclic). 7 555
Tranquilizers: 2 melhyl 2-n- prnp}l 1 &uro;mnodlul dicarbamate
(acyelic) 3, 480

The most recent listing for physicians of approved drugs available for pre-
scription (87) include 49 listed as hypnotics, and 136 as sedatives plus more than
100 different barbiturate preparations. A number of drugs are listed in more
than one of these three categories, but the total number of preparations available
is even greater if one includes the various forms of each drug, such as tablets,
capsules, sirup, spansules, gradumets (two different long-release dose forms
designed to dissolve at different time intervals to provide a sustained blood level
usually for a 12-hour period), suppositories, elixirs, ete. Many different manu-
facturers produce these drugs, and they are also often produced in combination
with various other substances such as analgesics or antispasmodics. There are
also available to the public more than 130 other preparations called sleeping
aids with such names as At-Eaze, Dormeez, Doze-Off, Lullaby, Quietabs, Relax,
Serene, Sominex, Super-Sleep and Tranquil (usually containing some combination
of an antihistaminie, aspirin, and belladonna or scopolamine). All of these
are available without prescription since they do not contain barbiturates or
other habit-forming drugs. An example of the range or recommended uses
for the barbiturate drugs is the following quotation about nembutal gradumets
(pentobarbital sodium 100 milligrams in a long-release dose form) : “HEspecially
useful for continuous daytime sedation, obviates the need for multiple small
doses or other short-acting barbiturates for daytime sedation, obviates the use
of longer acting barbiturates which may produce cumulative effects; specific
indications include anxiety, restlessness, irritability, and adjunctive use in
dermatosis, allergies, hyperthyroidism, psychoneuroses, cardiovascular disorders,
toxemia of pregnancy, menopausal syndrome, premenstrual tension, nausea and
vomiting, motion sickness, gastrointestinal disturbances.” The only sedative or
tranquilizer being produced in greater official or legal quantities than barbiturates
is meprobamate, which although advertised as a tranquilizer has been shown
to be pharmacologlcally more related to sedatives, including being addicting.
One of the most heavily prescribed compounds is Dexamyl, or like combinations
of amphetamines and barbiturates, seemingly considered a cure-all by many
physicians,
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IV. ABUSE AND ADDICTION

Figures and information cited above would tend to indicate that amounts of
barbiturates far in excess of therapeutic needs are being produced and distrib-
uted. In doing the research for this monograph, it can be said that I learned
much more about what is not known concerning the abuse of barbiturates than
about what is known. As is brought out in a recent book on narcotics (25),
there is an astonishing lack of accurate and complete data, a predominance of
opinion rather than fact, emotion rather than reason, lack of planning, omissions,
duplications, and misuse of statistics. If this can be rightly said about the use
and abuse of narcotics in Ameriea, it is all the more true about the problem
of barbiturates. A special ad hoe panel on drug abuse appointed in 1963 by
President Kennedy stated in its report that the present records of various
agencies connected with drug abuse are frequently inaccurate, incomplete and
unreliable, generally limited to individuals apprehended by enforcement agencies,
and uncoordinated with other agencies, thus demonst rating a marked need
for a standard core of information common to all record systems (1). They go
on to state that there are large numbers of drug abusers who never come to
the attention of the community; that there is increasing abuse of nonnarcotic
drugs concomitant with a decrease in the abuse of narcotics; that there is an
entirely new and increasing abuse of drugs periodically on a spree basis; and
that the possible abuse of barbiturates (and amphetamines) among juveniles
may be increasing because they are cheaper, easier to handle, and more readily
obtainable. One physician’s estimate is that there are at least 1 million people
taking sleeping pills in this country, with 10 to 25 percent of the habitual users
being unsuspecting addicts. Another has said that there are 50,000 true addicts
and many more habitues. I would hypothesize that the total number of people
using barbiturates, other sedatives, stimulants, and tranquilizers would approach
6 million, not to mention our several hundred thousand marihuana and narcotic
users and 75 million users of alcohol, including 6 million alcoholies. There are
also problems involving sniffing of glue or gasoline fumes, drinking cough sirups
containing codeine and alcohol, and abuse of a whole range of other substances
affecting the mind, including lysergic acid and mescaline (peyote).

dThe World Health Organization has given the following definition of drug
addiction :

“Drug addiction is a state of periodic or chronic intoxication produced by the
repeated consumption of a drug (natural or synethetic). Its characteristics
include :

“(1) An overpowering desire or need (compulsion) to continue taking the drug
and to obtain it by any means ;

“(2) A tendency to increase the dose;

“(3) A psychic (psychological) and generally a physical dependence on the
effects of the drug;

“(4) Detrimental effect on the individual and on society.”*

* World Health Organization, Technical Report Series, No. 116, 1957.
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Wikler has suggested that the term “drug addicition” be restricted to the
compulsive use of such agents as are harmful to the user or society, or both,
and which for various reasons are condemned by the culture in which the
individual lives. Isbell prefers restricting the term “addiction” to physical
dependence, as distinet from habituation, which he defines as a state in which a
person compulsively uses the drug as one of his major means of adaptation to
stress. In common usage in the United States the term is used synonymously
with illegal use or abuse of drugs which affect the brain. Without exeeption,
all the individuals who have studied this problem agree that there is extensive
abuse of the barbiturates, that it constitutes a serious social and health prob-
lem, and that it is increasing,

Senator Thomas Dodd, chairman of the U.8. Senate Subcommittee on Juv-
enile Delinquency, stated this year that 5 billion dangerous drug (barbiturates
and amphetamines) pills find their way into the illegal market each year, that
these are produced almost entirely by American firms, and that the use of these
drugs by juveniles and young adults is mushrooming all over the country. He
Went on to add that these drugs cause people to commit various serious crimes;
that they are increasingly used by children who formerly were not delinquent ;
that in some places the drugs have become substitutes for heroin; and that in
Los Angeles since 1954 arrests involving dangerous drugs have increased 468
percent. Some say that the group using barbiturates most frequently consists
of 30- to 50-year-old urban women,

In a similar vein the California attorney general has claimed that there is a
new and growing problem with the dangerous drugs, and a whole new class of
addicts is being created. He cites the California fignres which show that the
number of arrests for dangerous drug offenses (no distinetion being made be-
tween amphetamines and barbiturates) climbed 31 percent from a figure of
3,807 in 1960 to 5,016 in 1961. Similar situations are said to exist in S8an Diego
and San Francisco with half the juvenile drug arrests involving misuse of the
dangerous drugs. However, the San Diego figures include those individunals
turned over for prosecution by the U.S. Bureau of Customs for illegally bring-
ing dangerous drugs across the Mexican border into California. Newspapers
in San Francisco, Washington, D.C., and Texas have reported serious and
growing problems with the promiscuous sale and use of barbiturates. The
executive director of the New York City Youth Board has reported that 25
percent of the children studied by his agency are involved in the use of drugs
ranging from narcotics to barbiturates. The director of the Student Health
Service at the University of California has publicly expressed concern about
the peddling of barbiturates and tranquilizers to students. The policy director
of Newark, N.J., has described an alarming increase in use of, and addiction to,
barbiturates by teenagers since 1059 along with a doubling of the death rate
from barbiturate poisoning. Until August 1962 there was no law in New Jersey
making sale or possession of barbiturates illegal. They now have penalties of
up to 1 year in prison. Newark has also conducted an extensive educational
campaign with schools and businesses, and has enlarged its narcoties burean.

Multiple or combined use of varlous drugs must also be occurring to an un-
known extent, particularly joint use of barbiturates and aleohol. This would
be of special significance in terms of the nearly 40,000 highway deaths and
much greater number of injuries occurring yearly in America, with one-third
to one-half associated with drinking. California has made it unlawful for a
person to drive while under the influence of any dangerous drug (including
barbiturates) “to a degree which renders him incapable of safely driving”.
Fines and jail sentences are stipulated with the penalty increasing if bodily
harm results. Nearly 20,000 deaths by suicide and 1,700 accidental deaths from
poison occur yearly, with 3,000 per year or more being attributed to ba rbiturates.
New and tighter laws on the use and sale of barbiturates are now being called
for in California, Texas, Indiana, Hawaii, and other States. A growing body
of similar anecdotal and statistical material now ex ists to sketch the framework
of the problem with the precise details not yet available.

Despite conclusive evidence to the contrary, many physicians in the United
States appear to think and act as though barbiturates are completely harm-
less drugs that can be prescribed in unlimited quantities. While doctors deny
the dangers, police offices continue to collect data showing a relationship
between these drugs and delinquency. The addicting properties also seem
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unknown or are denied by many physicians with both ignorance and callousness
seeming to be involved. As the President’s panel pointed out, the medical com-
munity has yet to define the range of legitimate medical use of these drugs.
Individual doctors and Medical Association representatives repeatedly mini-
mize or deny the existence of any barbiturate problem, with such statements as
“I have prescribed barbiturates for thousands of patients in 30 years of practice,
and have never seen a single case of addiction.,” The pharmaceutical manu-
facturers and the American Medical Assoeiation have both opposed increased
governmental control of the barbiturates (105), and in 1962 they were successful
in having Congress eliminate a key section dealing with barbiturates from the
new drug control legislation passed following the worldwide thalidomide debacle.
Tllustrative of at least three major medical errors in the clinical use of bar-
biturates was another event heard around the world, the tragic death of the
motion-picture actress Marilyn Monroe. Despite long evidence of emotional
instability and severe depression, Miss Monroe's physicians, including a psy-
choanalyst, according to newspaper reports, had been prescribing barbiturates
for many months; prescribing them in large quantities far in excess of ordinary
use, and also preseribing concurrently other sedatives and tranquilizers; and
permitting her to refill large prescriptions within a short period of time—e.g.,
50 pentobarbital capsules obtained just prior to her suicide only a few days after
a previous 50 had been prescribed. The U.S. Public Health Service has stated
that, although useful depressants of the central nervous system when taken
in small amounts under medical supervision, the barbiturates can be dangerous,
intoxicating drugs, habit forming and addictive when taken in large and un-
controlled amounts (109). That some, probably large, segment of the bar-
biturate problem is iatrogenic seems indisputable with drugs being loosgely and
hurriedly presecribed for patients whom the doctor is too busy to talk with or
examine thoroughly. A letter sent to me last year by a Los Angeles woman
illustrated this point. She had written as follows to a doctor who opposed
more stringent controls of the barbiturates: “The experience of living with a
barbiturate addict is a hell in which you wander helplessly, receiving little or
no help from the medical profession. Why don’t you doectors think when you
prescribe pills? Probably a pill is the easiest way out for you—but how about
the families who bear the later burden?” -

Acute intoxication or poisoning from barbiturates accounts for about 25
percent of all patients admitted to general hospitals with some form of poisoning.
In addition to the number of deaths mentioned above, there are indications
that acute barbiturate intoxication is increasing at an alarming rate. In
1958 alone, 1,111 cases of barbiturate poisoning were reported to the New
York City Poison Control Center. As with the other facets of this problem,
comprehensive nationwide statistics are not available, Mild, moderate, and
severe forms of acute barbiturate intoxication have been deseribed. These
are differentiated primarily by the degree of unconsciousness with the severe
form involving a comatose patient who cannot be aroused by stimulation, slow
and shallow respiration, markedly depressed reflexes, rapid pulse, and a fallen
blood pressure. The details of diagnosis and treatment of this condition have
been described in many clinical reports (60). The literature indicates that a
wide variety of treatments are utilized, and that no single treatment has gained
universal acceptance. The main difference of opinion centers around whether
or not to utilize central nervous system stimulants or analeptics in addition to
supportive measures. Dobos et al. (21), in a study of 141 patients, found that
those treated with amphetamine, caffeine, or picrotoxin did no better than
those treated supportively with regard to the duration of coma, number of
complications, or mortality rate. Other writers have advocated use of Metrazol,
bemegride, ACTH, electrostimulation, hemodialysis, and more recently Tham
(trishydroxymethylaminomethane), a buffer and diuretic. Whatever regimen
is used, there seems to be an overall mortality rate of about 4 percent.

With a now classical series of papers published in the early 1950's ( 35, 37,
©3, 64, 65) Isbell and his coworkers at the Addiction Research Center in Lexing-
ton, Ky., conclusively demonstrated that barbiturates taken regularly in large
quantities produce all three of the characteristic symptoms of addiction: toler-
ance, phygical dependence, and psychic dependence or habituation. Ingestion of
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less than 0.4 gram daily for 6 weeks or more will be followed by minor withdrawal
symptoms if the drug is abruptly discontinued; up to 0.6 gram daily for a com-
parable period of time will produce moderate symptoms including anxiety,
tremor and weakness, if abruptly withdrawn; and 0.8 gram or more daily for
6 weeks or longer will produce severe addiction and withdrawal, with an average
of 75 percent of such patients having convulsions and 60 percent a toxie psychosis
or delirium. 'The symptoms of chronic intoxication are similar to those of
chronie aleoholism, including similar changes in the functioning of the central
nervous system. It has been found that adequate dosges of either alcohol or
baribturates will supress the withdrawal symptoms arising from addiction to
the other. Barbiturate addicts generally prefer the short-acting compounds,
pentobarbital or secobarbital.

Withdrawal or abstinence symptoms develop within 8 to 16 hours after the
drng is discontinued, progressing in the untreated case to convulsions on the
second day, and delirinm on the third day. Abrupt withdrawal of barbiturates
from addicted persons is absolutely contraindicated. The treatment of choice
is to stabilize the person for several days on an amount of one of the rapid-acting
barbiturates sufficient to maintain a continuous state of mild barbiturate intox-
ication (usually a dose of 0.2 to 0.3 gram every 6 hours). Gradual withdrawal
of 0.1 gram daily is then begun until the patient is completely withdrawn.
Present evidence would be against placing reliance on anticonvulsant drugs or
tranquilizers during the withdrawal period. Following successful completion
of the withdrawal treatment, there should begin the mueh more difficult long-
ferm treatment to prevent a relapse to the use of the drug.

V. CAUSES

A complex combination of pharmacological, sociological, and psychological
forces undoubtedly interacts in a particular individual to produce abuse of or
addiction to the barbiturates or other drugs affecting the central nervous system.

Among the sociological factors would be accessibility and availability of the
drug either through illegal channels or by too ready and excessive preseription
on the part of physicians; attitudinal tolerance toward the use of the drug by
one's family, peer group, or society; advertising pressures; disturbed family
or social relationships; general national and international tensions; availability
of other possible outlets for anxiety or tension; and chance exposure to the
drug with experience of “euphoria.” A group much broader than those who
ordinarily use narcotics appears to be involved in barbiturate abuse in terms
of socioeconomie class, prior delinquency, or psychological makeup.

Numerous psychiatric explanations have been proposed for drug addiction
(2, 125). These are invariably speculative, descriptive, and nonspecific. Most
are untestable or based only on a single class of variables Furthermore few
barbiturate “addiets” have been intensively studied as such, so that theoretical
formulations come primarily from study of narcotie addicts. Addicts have been
described as immature, suspicious, intolerant of stress or frustration, passive,
and overdependent. Most drug addicts are diagnosed as having some form of
character disorder (inadequate personality, ete.) or to a lesser extent, neurosis.

As far back as 1919 (99) it was suggested that neurotic individuals use
chemical agents to seek relief from anxiety (“negative euphoria') ; psychopaths
for elation (“positive euphoria”) ; psychoties to relieve depression ; and normals
to relieve pain. Where physical dependence occurs it would be an undesired
side effect which would make euphoria more difficult to attain.

Psychoanalytic formulations speak of the addict as a person whose psycho-
sexual development has been arrested at, or has regressed to, the oral level
with resulting frustration, hostility, self-destructiveness, and depression. The
drug then serves to relieve these symptoms, in part by inducing euphoria. A
predisposition to use drugs is considered to exist prior to the actual experience,

Wikler (125) has proposed a “pharmacodynamic formulation” which says that
different classes of drugs alter patterns of behavior in different ways, through
different effects on motivations of a primary or secondary nature. The drug
use is an attempt at self-therapy and the choice of a particular drug depends
upon whether it facilitates or hinders specific patterns of behavior acceptable
to the user. He suggests also that the self-perpetuating nature of barbiturate
use is related directly to its pharmacologic properties, as is the case with
opiates. Also as tolerance develops, a new motivation, the relief of withdrawal
symptoms, becomes a major source of gratification, replacing other drives,
e.g,, in narcotic addicts: pain, sexuality, and expression of aggression. TUlti-
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mately complications of a legal, economic, family, vocational or health nature
ensue and “treatment” becomes necessary and may be imposed upon the person.
Relapse is affected by the pleasure in the instantaneous relief of abstinence
provided by the drug, by the occurrence of conditioned symptoms long after
“eure”; and by rejection on the part of society.

Another possible conceptualization is the Paviovian concept that in relatively
low dose ranges barbiturates augment “internal inhibition” with large doses
possibly exerting an opposite effect. Masserman and Siever (79) concluded
that amobarbital disorganizes recently formed, intricate, and complexly moti-
vated adaptive patterns into earlier and more direct perception responses,
thereby temporarily mitigating experimentally induced neurotic behavior.
Bailey & Miller (4) found that amobarbital produces a greater decrement in
the avoidance motivated by fear than in the approach motivated by hunger.
Hill et al. (55) found in man that pentobarbital did not reduce anxiety asso-
ciated with anticipation of pain.

Addiction may exist in individuals with all types of personality organization
(and addiets may recover without any apparent change in personality). Chein's
work (15) on the premorbid personality of addiets showed specifie psychiatrie
disturbances predisposing to addiction. Gerard (42) held that all juvenile
(nareotic) addicts were very disturbed individnals who would probably have
required help in meeting their problems whether or not they took drugs.

From all this we can go on to agree with Wikler (122) that behavioral effects
are not isolated, elementary changes in consciousness, perception, emotion,
ideation, or learning which are simply increased or decreased by depressants
or stimulants, but are complex patterns of change proceeding in time, involving
all of these aspects of behavior to varying degrees, and dependent not only on
the drug, but also on biographical and environmental factors,

Thus to understand the causes of barbiturate abuse requires a multifactorial,
multidimensional approach with much fuller use of experimental methodology
including controls, objective measurements, statistical techniques, and operi-
tional definitions.

VI. TREATMENT, PREVENTION, AND RESEARCH

The treatment of overdosage and of physical addiction has been described
above. The difficult problem is to treat the chronie underlying illness which
we might call barbiturism (if we can redefine that term to parallel aleohol ism).
For best results the heavy user or addict to barbiturates should be hospitalized
both for management of withdrawal and for institution of long-term treatment.
Thorough psychiatric evaluation and physieal rehabilitation should come first,
followed whenever possible by vocational training, social-work services, and
psychiatrie treatment, including group and individual psychotherapy. Adequate
facilities for such hospital treatment are rarely available, and even less available
are outpatient facilities where the services and treatments begun in the hospital
could be continued. The failure of physicians to recognize this illness also
presents a barrier.

It is unlikely that treatment, even if extensively available and maximally
effective, will ever solve what is apparently a large and growing problem.
Preventive measures based upon extensive education of physicians and the
public about the proper uses of barbiturates and upon widespread research
beginning with the compilation of accurate statistics are the only things likely
to be successful. A punitive approach of increasing penalties for excessive or
illegal use of barbiturates will not stem the tide of social and psychological
forces leading to addiction. Preventive approaches that might be used in
addition to education include decreasing the availability of barbiturates; re-
moving existing sources of “infection” (addicts via treatment and peddlers via
prison) from the community; reducing the number of potentially susceptible
individuals by mental health programs, by correction of deleterions social and
economic conditions, and by allowing alternative, constructive outlets for anxiety
and frustrations,

Innumerable research projects are necessary before we “solve” the problem
of barbiturates. This should include comparative studies of regular, irregular,
and nonusers of barbiturates to be correlated with personality and with eultural
background ; study and comparison of various treatment methods and programs:
longitudinal studies of the natural history of “barbiturism,” with and without
treatment, epidemiological investigations: further study on the mechanisms of
action of barbiturates and the physical basis of add iction ; systematic evaluation
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of current legislation and law-enforcement methods ; and development of accurate
and detailed national statisties so that programs ean be based on a solid founda-
tion of fact rather than opinion, and reason rather than emotion.

VII. PRESENT AND PROPOSED LEGISLATION AND ENFORCEMENT

A 1952 report of the Expert Committee on Addiction-Producing Drugs of the
World Health Organization recommended increased national controls over
barbiturates, including dispensing only on prescription, specifying the number
of times a prescription may be refilled, and keeping a careful record of all pre-
scriptions. At subsequent sessions, the Committee stated that barbituate con-
sumption continued to increase and constituted a danger to public health, and
expressed the view that while, at the time, control measures at the national
level were sufficient, they needed close attention and in some instances definite
strengthening. The Expert Committee also expressed the opinion that bar-
biturates are habit forming and, in some cases, can produce true addiction
(characterized by physical dependence).

Meanwhile, the United Nations Commission on Narcotie Drugs, a functional
organ of the United Nations Economic and Social Council, had placed the
question of barbiturates on ifs agenda in 1956, and in 1957 passed a resolution
recommending governments to take the appropriate legislative and administra-
tive measures of control to prevent their abuse., In its 1960 session the Com-
mission, like the WHO Expert Committee, expressed the view that barbiturates
should not be sold without medical prescription except where a very weak
preparation was involved. Subsequently two attempts, one at the Plenipotentiary
Conference for the Adoption of a Single Convention on Narcotic Drugs, held in
New York in 1961, and the other at the 1962 session of the Commission on
Narcotic Drugs, both narrowly failed to command enough support for a move
toward the international control of barbiturates. However, the 1962 session of
the Commission on Narcotic Drugs confirmed that the abuse of barbiturates still
represented a social danger and a danger to public health, and recommended
governments to take the appropriate measures to place the produection, distribu-
tion, and use of these drugs under strict control.

The so-called Durham-Humphrey amendment enacted in 1951 was the first
Federal legislation in the United States to specifically restrict barbiturates
(and amphetamines) to prescription and refill only upon the authorization
of a physician. The Congress also sald that the barbiturates posed a special
problem not common to all drugs, because they are desired by addicts for non-
medical use and predicted this would call for further legislative controls in
the future.

A Presidential interdepartmental committee surveyed the problem in 1954,
pointed out similarities between the individual and social problems raised by
narcotic abuse and those raised by barbiturate abuse, going on to recommend
study of the extent and effects of the improper use of the barbiturates in order
to determine what Federal, State, and local regulatory controls would be nec-
essary. Committees of both the House of Representatives and Senate of the
84th Congress received testimony on the barbiturate problem in this country.
The House committee concluded that the barbiturates, unlike narcotics, should
be regulated under the commerce power of Congress rather than the taxing
power, and that more stringent Federal control over the manufacture and dis-
tribution of these drngs was necessary (106). They also made a series of detalled
recommendations which tragically have yet to be adopted. A bill introduced
at that time to amend the Federal Food, Drug, and Cosmetic Act would have
prohibited the manufacture, sale, or possession of barbiturates except by per-
sona specifically authorized by the bill, and would have required that records
be kept of all transactions involving barbiturates. This bill and other subse-
quent congressional bille to increase controls on barbiturates, failed to pass.
As Stephens (98) has said: “The public health problem commented upon by
Congress has not improved, and, in fact, has worsened since 1956, with large
amounts of barbiturates escaping from legitimate channels of commerce at
every level of the chain of distribution.”

Current Federal law in the United States applies solely to barbiturates shipped
in interstate commerce ; requires no inventory control; and does not require that
copies of purchase orders for these drugs be made available for inspection by
appropriate Government agencies. Those barbiturates shipped in interstate
commerce must meet certain standards of strength and quality and must bear
the statement, “Caution: Federal law prohibits dispensing without preseription.”
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The recently adjourned 1962 session of Congress specifically rejected provisions
to increase controls on barbiturates (H.R. 11581 and 8. 1552). If passed, this
would have limited the manufacture, compounding, processing, or possession
of barbiturates (and amphetamines) to certain specifically enumerated classes
including registered manufacturers, pharmacists, physicians, researchers, ete,;
would have prohibited the manufacture or sale of such drugs by those not
authorized by law ; would have required detailed records to have been prepared
and kept for 3 years of all such drugs manufactured or sold and to whom: and
would have authorized inspection and inventory by designated officials. This
proposed legislation, and previous attempts to improve the controls on barbit-
urates was opposed in whole or in part by the Pharmaceutical Manufacturers
Association, the National Association of Retail Druggists, and by the American
Medical Association. These special interest groups in their testimony claimed
that the FDA wanted excessive authority and such legislation was unnecessary,
discriminatory, and based on insufficient inquiry (despite extensive hearings
going back to 1955). The congressional testimony indicates that from July 1,
1949, to April 1962 over 1,100 cases were prosecuted (144 in the fiscal year 1961
alone) involving illegal sales of preseription drugs (a “substantial” portion
of which were barbiturates) by retail druggists and 1,900 defendants were con
vieted. During that same period only 17 cases against physicians were prose-
cuted with a total of 20 convictions. A separate bill, which was introduced in
Congress in 1962 without being acted upon, would have regulated importation
of barbiturates, provided for seizure of drugs brought in illegally, and set mini-
mum and maximum sentences for importing, buying, selling, receiving, or con-
cealing such drugs.

Among the complicated and dangerous factors brought out by the lengthy
congressional hearings on the drug industry and by the experience of the experts
of the Food and Drug Administration is the practice of the drug manufacturers
of selecting only “cooperative” physicians for elinical testing of drugs, often
writing their papers for them, seeing that they are published when favorable,
and suppressing negative results or reports of adverse effects. In addition, the
American Medical Society, which derives one-half of its total income from
advertising revenue in its journals, 7 years ago drastically reduced its stand