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" DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Foog and Drug Administration
Rockville MD 20857

Mr. Francis M. Mullen, Jr. UG 16 182
Acting Administrator A

prug Enforcement Administration

1405 Eye St., N.W.

‘Washington, DC 20537

Dear Mr., Mullen:

pPursuant to section 201(b) of the Controlled Substances Act (CSA), 21
U.S.C. 811(b), this letter is notification of the Department of Health
and Human Services (DHHS) recommendation for the continued control of
tetrahydrocannabinol (THC) in Schedule I of the CSA. However, if a new
drug application for THC is approved by the Food and Drug Administration,
DHHS recommends that THC be rescheduled to Schedule II. Both of these
recommendations, and FDA's consideration of the eight factors and
scheduling criteria listed in sections 201 (c) and 202 (b) of the CSA are
discussed in attachment A. I concur with these two recommendations.

In making the scientific and medical findings and evaluation of THC, DHHS -
took into account new evidence concerning the medical use of THC as
directed by the Court of Appeals in NORML v. DEA & DHEW, No. 79-1660
(D.C. Cir., Oct. 16, 1980). 1In addition, before making the evaluation
and scheduling recammendations for THC, DHHS held a hearing before FDA's
Drug Abuse Advisory Committee on the rescheduling status of THC as a
proposed marketed drug for nausea and vomiting in patients receiving
cancer chemotherapy. The advisory committee recommended that upon NDA
approval THC should be controlled in CSA Schedule II. Following receipt
of this recommendation, FDA published proposed scientific and medical
findings and recommendations in the FEDERAL REGISTER of March 9, 1982.
Wwe have enclosed a copy of this document (attachment B), the comments
received (attachment C), and a document that summarizes the comments and

responses to them (attachment D).

Should you have any gquestions conicerning this issue, the FDA Drug Abuse
Staff is prepared to respond.

Sincerely yours,

X

Edward N. Brandt, Jr., M.D.
Assistant Secretary for Health

Scientific & medical findings & recommendations on THC
FR Notice of March 9, 1982

Comments to the Notice

FDA's Surmary of the Camments & Responses

Attachment A
Attachment B
Attachment C
Attachment D




Ciiszéi T

Recommendation to the Drug Enforcement Adminlstration
Regarding the Schedulling Status of
Tetrahydrocannabinol

|. Background

The full chemical name for tetrahydrocannabinol, or THC, Is (=)-deita-9-
(trans)-tetrahydrocannablnol. THC, the princlpal active Ingredient In the
mar thuana plant, Cannabls sativa, Is present In the plant at varying
concentrations. THC can be extracted from plant material or synthesized
Independentiy., However, It was not untlt 1970, after THC synthesls, that
sufficlent quantitites of THC, In purified form, became avaliable for medical
research. Investigators have studled THC primarily for its use In treating
the nausea and vomlting of some patients recelving cancer chemotherapy. -in
addltlon, Investlgators have studled THC's use In treating glaucoma and muscie
spasticity. Medical or investigational use of a drug such as THC that has
potentlal for abuse Is regulated under two princlipal Federal statutes, the
Federal Food, Drug, and Cosmetic Act (FFDCA) (21 U.S.C. 301 et seq.) and the
Control led Substances Act (CSA) (21 U.S.C. 801 et seq). Under the FFDCA 2
drug may be marketed only If (1) It has recelved an approved new drug
application from FDA; or (2) the drug Is generally recognlzed by qualified
experts as safe and effective on the basls of adequate and well-controlled
clinical Investigation by well-quallfled experts; or (3) the drug Is sub ject
to the "grandfather" provisions of the statute.

Enacted In 1970, the CSA estabilishes domestlic control schedules | through V
for substances of abuse (21 U.S.C. 812(b) (1) through (5)). Congress placed
THC into schedule 1, the schedule providing the most stringent controls. The
tindings required for schedule | are that the substances have a hligh potential
for abuse, no currently accepted medical use In treatment In the United
States, and a lack of accepted safety for use under medical supervislon. The
major schedute | controls are: dlspensing for research use only, separate
recordkeeping, and maximum quotas on amounts produced during a given year.
The latter two controls also apply to schedule || substances.

In additlon to controis under the FFDCA and the CSA, medical or
Investigational use of a drug that has a potential for abuse also may be
subject to control under international treatles: the Single Convention on
Narcotic Drugs, and the Conventlion on Psychotroplc Substances. Detailed
discussion of control applicable to THC under the Psychotroplc Conventlon are
beyond the scope of thls document. However, THC Is currently controlied In
the most restrictive schedule of the Psychotroplc Conventlon, Psychotropic
schedule |. Schedule | of the Psychotropic Conventlon also Includes certaln
other haltiucinogenic substances, e.g., mescalline, parahexyi{, and LSD. The
major controls for substances In Psychotroplic Convention schedule | are:
prohibition of use except for sclentific and limited medical purposes, and
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restriction of the amount supplied to a duly authorlzed person to the quantity
required for an authorlzed purpose. The Psychotroplc Convention also requires
the Unlted States to Impose certaln domestlic controls on THC. The Unlted
States' responsibititles under the Psychotroplc Convention are assigned by the
CSA, as amended by the Psychotroplc Substances Act of 1978 (Pub. L, 95-633),

The CSA contalns procedures by which changes In domestic scheduling can be
effected (21 U.S.C, 811(a)), Including "on petition of any Interested

person.” In May 1972, the Natlonal Organization for the Reform of Mar!juana
Laws (NORML) petitioned the Bureau of Narcotics and Dangerous Drugs (now the
Drug Enforcement Adminlstration (DEA)) to remove marihuana and Its components
from control under the CSA or to move marihuana and Its components to a less
restrictive schedule, DEA denled NORM.'s requests (see 37 FR 18097, Sept. 1,
1972). NORML sought Judiclal review of the denial, and the Unlted States
Court of Appeals for the Distrlct of Coiumbia In NORML v. Ingersoilt, 497 F, 2d
654 (D.C. Clir. 1974), ordered DEA to hold hearings and reconsider the NORML
petition on the basls of evlidence introduced at these hearings. Following
these hearlings, DEA agaln denled the NORML petition and ruled that the
substances at Issue must remaln In CSA schedule ! (40 FR 44164, Sept. 25,
1975). NORML sought Judliclat review of the second denial, and the appellate
court remanded the matter to DEA with Instructions to refer the NORM.- petition
to the Secretary of Health, Education and Welfare (now Heaith and Human
Servlces) for medical and sclentlfic evaluations and recommendations for
rescheduling. See NORM. v, DEA, 559 F, 2d 735, 750 (D.C. Cir. 1977). The
court also directed DEA to comply with the rulemaking procedures In 21 U,S.C.
811(a) and (b) after DEA recelved the Secretary's evaluation and
recommendation. Afthough the originat NORML petition requested a change In
the schedullng status only of marlhuana leaves and other piant components, the
court allowed NORM. to amend its petition to Include THC. I[d. at p. 757,

The court directed the Secretary to make separate evaluations and
recommendations for each of the followlng cannabls materiais: "Cannabls" and
"cannabls resin" (minimum control - CSA 11); cannabis leaves (minlmum control
-~ CSA V); cannabls seeds capable of germination (mInimum control - CSA ¥); THC
(no minimum control under CSA). The "minimum control" schedules relate to the
least restrictive domestlc schedules which the court In 1977 stated were
consistent with treaty obligations under the Single Convention on Narcotic
Drugs, 1961. Each of the "cannabls" materials, other than THC, Is controlied

by the Single Convention,

The Psychotropic Conventlion, which requires the United States to Impose
controts on THC, did not become effective In thls country until July 1980,
Thus, although the court In 1977 In NORML v, DEA concluded that no minimum
domestic control for THC was requlred by virtue of internatlional treaty, the
court's decislon did not take Into account the present obligations of the
Unlted States under the Psychotroplic Convention. [See Psychotropic Substances
Act of 1978 (amending the CSA to Include Unlited States oblligations under the

Psychotroplc Convention)],
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in June 1977, DEA referred the NORML petition to the Secretary of Health and
Human Services (DHHS)., FDA's Controlied Substances Advlisory Commlttee (CSAC)
considered NORML's petition In November ‘1977 and March 1978, The CSAC (now
FDA's Drug Abuse Advisory Committee (DAAC)) recommended that the marlihuana
plant materials remain In CSA schedule | and that THC be rescheduled to CSA
schedule 11. The CSA schedule 1l recommendations were based on the advisory
comm!ttee's view that placement in schedute Il would facllitate research., On
June 4, 1979, the Secretary transmltted +o DEA DHHS' evaluation and
recommendation that each of the cannablis materlals |lsted above and THC remain
In schedule |. DHHS differed with the advisory commlttee recommendation
because the substances met the legal criteria for CSA schedule | and because
control of the substances In scheduie | was not viewed as a significant
Impediment to research. On June 20, 1979, DEA denied NORML's petition and
request for a hearing on the ground that there was a fack of substantlal
evidence to support lesser control of the substances I1n question (44 FR 36123).

NORML petltloned the Court of Appeals for review of DEA's final order denying
the petition., On October 16, 1980, the court ordered that the case once again
be remanded to DEA and that DEA refer all the substances at Issue to DHHS for
scjentiflc and medical findings and recommendations on scheduling. The court
directed that the DHHS revlew take Into account new evidence concernlng
medlcal use of the substances at Issue. NORML v DEA & DHEW, No. 79-1660 (D.C.
Cir., Oct. 16, 1980), On Aprii 22, 1981, DEA referred the NORML petition to

DHHS for revlew.

On June 25, 1981, FDA recelved a new drug appllication (NDA) seeking approval
+o market THC for the antinausea indication described above. {The sponsor,
however, subsequently withdrew the appllication, Intending to resubmit It In
the near future). Since 1t was antlclipated that the recommendations for
control of the cannabls substances Included In the petition would take 2
significant time to complete, proposed scheduling and recommendations on THC
were prepared and published first. The proposed control of cannabls was
published June 29, 1982, 1f FDA approves the NDA, THC could not become
commerclaliy avallable unti! Its scheduting status under the CSA was changed,

DHHS adopted the following speclal procedures In making Its evaluation and
schedul Ing recommendatlon for THC (a separate procedure applles to the other
cannabls-containing substances covered by the court order):

(a) Hearing before FDA's DAAC on the schedulling status of THC as a
proposed marketed drug for nausea and vomiting In patients recelving cancer

chemotherapy.

(b) Revlew by FDA of evidence concerning THC for thils use, Including the
DAAC recommendatlon and comment from other appropriate units In DHHS.

(c) Publlcatlon of a Federal Reglister notice for public comment of the
proposed scientific and medlcal evaluation and recommendation.
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(d) Conslderation of the comments recelved In response to the Federal
Reglster notice In preparing FDA's evaluation and scheduling recommendation
for transmittal to the Assistant Secretary for Health, DHHS,

(e) Revlew of the evaluatlon and recommendation by the Assistant
Secretary for Health, DHHS, and transmittal to DEA.

To accomplish the first of these steps, FDA Issued a Federal Register notlce
on May 15, 1981 (46 FR 26869-70), announcing that the DAAC would meet to
consider the scheduling status of THC. An NDA was submitted to the agency on
June 25, 1981 seeking approval to market THC for <ireatment of nausea and
vomlting In patlents undergoing cancer chemotherapy. The DAAC met on June 29,
1981 and was asked to make a recommendation for approprlate scheduilng I1f the
NDA for THC were approved. The DAAC recommended that upon NDA approval THC
should be controlled In CSA schedule Il. Transcripts of the June 29, 1981
DAAC meeting as well as the November 1977 and March 1978 CSAC meetings are on
file at the FDA Dockets Management Branch,

Following the DAAC meeting, FDA conducted the review referred to In the second
step above. The third step, notice of FDA's proposed sclentliflic and medical
evaluation and schedullng recommendation, was publilshed in the Federal
Register notice of March 9, 1982 (47 FR 10080-86)., Comments were recelved
(Attachment C) and evaluated by FDA (Attachment D) In preparing the
recommendation for transmittal to the Asslstant Secretary for Heaith, DHHS.

11. Scheduling Recommendation

FDA recommends to the Asslistant Secretary for Health, DHHS, that THC remaln In
schedule |, but that If the NDA for THC marketing Is approved by the agency,
_THC be rescheduled under the CSA to schedule |1,

FDA notes that several members of the DAAC voted agalnst the majority's
recommendation for CSA schedule |1 and implied that they prefer a schedule
with lesser controls, The agency has carefully conslidered schedule |11
especlally, but also schedules |, IV, and V, and no control, and has concluded
that, on balance, THC as a marketed drug would fit best In CSA schedule 11,

FDA also notes that any rescheduling of THC from schedufe | to 1| will be
Influenced not only by the results of this proceeding but also by U.S. treaty
obligatlions under the Psychotroplic Conventlon, As a matter separate from this

proceeding but stitl related to domestic scheduling, FDA Is considering with
the other Interested agencies of government Invoived In internationai
schedutlng whether rescheduling of THC to schedule || domestically could be

accomplished without international rescheduiing. The agency Is not seeking
comment on thls legal Issue,
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In making a scheduling recommendation, conslderation must be gliven to the
elght factors listed at 21 U.S.C. 811(c). FDA's consideratlion of these eight
factors with respect to THC follows:

(1) Its actual or relative potentlal for abuse 21 U.S.C. 822(c)(1)).
The natural source of (-)-delta-9-(trans)-THC Is the plant Cannabls satliva,
also calied marihuana (Refs, 1 through 4). THC as a single active substance
also can be syntheslzed chemically, THC's chemical structure Is:

CHy

Cgt
IR 50

THC occurs In the plant material at concentrations up to approximately 9
percent of the weight of the leaves. Most cannabls contalns less than 3
percent THC (Ref. 6). THC Is the major active psychotropic substance In the
mar thuana plant material,

The leglslative history of the Comprehensive Drug Abuse Prevention and Control
Act of 1970 defines potential for abuse as:

(1) Evlidence that Indlviduals are taking a drug or drugs contalning a
substance In amounts sufficlent to create a hazard to thelr healith or to the
safety or other Indlviduals or of the communlty;

(2)~“Slgnlflcan+ diversion of the drug or drugs containing the substance
from legltimate drug channels;

(3) ‘Individuals taking the drug or drugs contalning the substance on
thelr own Initlative rather than on the baslis of medlical advice from a
practitioner {icensed by iaw to administer such drugs In the course of hls
professlonal practice; or

(4) The drug or drugs containlng such a substance are new drugs so
related In thelr actlon to a drug or drugs already {listed as having a
potential for abuse as to make It {ikely that the drug will have the same
potentiality for abuse as such drugs, thus making It reasonable to assume that
there may be sligniflicant diversions of the drug from legitimate channels,
significant use contrary to or without medical advice, or that the drug has a
substantlial capablitity of creating hazards to the health of the user or to the

safety of the community (Ref. 5).
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The assumptlion Is made that the potentlal for abuse of THC Is due to Its
effects on the central nervous system. The pure substance can be applied to
any clgarette materlal and smoked as cannabls Is smoked; It can also be put In
smok Ing paraphernatla for use or baked with brownles or other food. In thils
form THC provides full psychoactive effects, Thus THC can be utllized by the
drug-using population In ways similar to the ways cannabls Is used, with the
advantage of belng of high potency and consistent In composition. The
substance is not being abused when 1t is taken orally as dispensed by a
tlcensed medical practlitioner In the course of research or practice.

Pure THC has not been avaliable In the Unlted States except In research
settings. However, because THC Is the major psychoactive Ingredient of
cannabls, the potentlal for abuse of THC Is indlcated by the actual abuse of
cannabls. This relatlion Is supported by the practice among abusers of rating
the qual ity of cannabls according to THC content., The hlgher the THC content,
the more desirable the cannabls becomes and the more expensive |t becomes on
the Illicit market (Ref. 6). As an estimate of the magnitude of the actual
abuse of cannabls, approximately 10,000 to 15,000 tons of cannabls were
smuggled Into the Unlited States In 1978 with a value of approximately $15 to
$23 biltlon (Ref, 7). The price on the iiliclt market In 1978 for cannablis
was approximately $35 to $50 per ounce or $375 to $800 per pound (Ref. 8).

The usual concentration of THC In [l{lcit cannabls Is 1 to 4 percent THC. By
comparlson, the price of sinsemlila, which Is a specially grown high-potency
mar Thuana with a THC content of up to 8 percent, has been reported to be
$1,000 to $3,000 per pound (Ref. 7). At that price per unit of THC, the
Iticlt market value of 100 percent THC would be $12,500 to $37,500 per
pound. This Is equlvalent to the liticit value of cocalne, which selis for
approximately $2,000 per ounce or $32,000 per pound. To the extent that the
fiticit price of a substance is a measure of Its potential for abuse, THC
would have a high potentlal for abuse.

Further supporting the conclusion that pure THC has a potential for abuse Is
the presence on the li{{lcit market of substances alleged to be pure THC but
which iIn fact contaln other hallucinogenlic substances, such as PCP or LSD
(Ref. 9). Thus, FDA concludes that there exists a high potential for abuse of

THC L

(2) Sclentlfic evidence of Its pharmacological effect, If known (21 U.S.C
811(c)(2)). The pharmacological effects of THC have been Invesflgafed since
I+ became avaliable in sufflicient quantity for extenslve studies In the early
1970's., The effect primariiy responsible for THC's deslirabllity as a
substance of abuse ls its ablility to produce euphorla. The effects of pure
THC are essentlally simllar to those of cannabis contalning THC In egulivalent
amounts. Responses to THC vary with dosage, freguency of use, and attituce
toward the drug (Ref. 10). External factors such as setting or environment,
previous drug experlence, and age also affect the response to cannabls, A
study of subjective marihuana experlience revealed that frequent use of
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cannabls was assoclated with reports of Increased "creatlve fucldity,” which
inciudes original ldeas and greater Insight Into self, "somatosensory
enhancement," which Inciudes more sensual and new touch quallties, and "soclal
withdrawal,” which Includes a more qulet activity and less talking (Ref. 11).
An Indlvidual's perception of space and time (which Infiuences sensory
perceptions) Is aiso changed by cannabls (Ref. 12). Cannabls can produce a
sfowing or even a stopping of t+ime perception. At high doses THC produces
halluclinogenic effects, paresthesias (abnormal sensatlions), altered
perceptions, difficulty with thinking, concenirating, or speaking, and
depersonal ization (Ref, 13),

Two physlological effects of cannabis and THC are an Increase In heart rate
and reddening of the eyes. The Increase In heart rate |s dependent on the
dose of THC In marihuana with a peak effect about 20 minutes after smok ing and
a duration of about 85 minutes (Ref. 12). Reddening of -the eyes reaches a
peak about one hour after smoking and slowly decllnes. THC acts on both the
central and autonomlc nervous systems (Ref. 12).

(3) The state of current sclentlfic knowiedge regarding the drug or other
substance (21 U.S.C. 811(c)(3). THC synthesis was first reported In 1964
(Ref. 1). By 1970 there had been sufficient work on the chemistry of THC to
produce the materlal In purified form In sufficient quantiiles for research
(Ref. 15). Since 1970, the sclentific and medical !iterature concerning THC
and THC as a component of cannabls has been extensive (Refs. 14 and 16).
Under the Marljuana and Health Reporting Act of 1970 (Pub. L. 91-296),
Congress recelves reports on the health consequences of marlhuana and
mar lhuana constituents. These reports present summary Information of
scientiflc knowledge accumulated on THC and Include an extensive bibliography
of research with THC (Ref. 17). The Institute of Medicine of the National
Academy of Sclences conducted an Independent assessment of the physlological
and behavioral effects mainly of marihuana but also of THC. The results of
Thls assessment have recently become avalilable. (Ref 28). Much of the
scientiflc work done with THC was performed under contract from the National
fnstitute on Drug Abuse and Is compiled In FDA's Drug Master Flle No. 1631

(Ref. 19).

The Natlonal Cancer Instltute (NCI) distributes THC as a group C drug under an
Investigational new drug application for the Indication of nausea and vomiting
resulting from cancer chemotherapy. Group C drugs are Investigatlonal drugs
with sufficient evidence of safety and effectiveness that they may be useful
In the care of cancer patients who are not enrolled In formal clinical

trials. Group C drugs are not yet marketed, in part because full
documentation of safety and/or effectliveness is stil! belng compiled., THC was
classlfled as a group C Investigational new drug on the basls of clinlical
studles indicating Its effectiveness in the treatment of some cancer
chemotherapy patients with nausea and vomlting refractory to standard
antiemetics and because the beneflits of treatment with THC exceed the risks
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Identifled to date (Ref. 27)., Group C distribution Is Intended both to
provide antl-cancer drugs to patlients for humanltarlan reasons and to acquire
addltional Information on adverse effects In the context in which the drug Is
| Tkely to be used In clinlcal practice after marketing. Under group C
distribution, THC remalns an Investigational drug and Is provlided only to
properly trained physliclans who have reglstered with NCI as clinlcal
Investigators.

The preclise mechanism of actlon of THC at the cellular level is unknown. One
of the major metabolites of THC Is 11-hydroxy~-de!ta-9-THC. This metabolite
produces effects simlilar to those of THC, but appears to have a more rapld
onset and to be more potent (Ref. 14). Studies have Indicated, however, that
THC has activity separate from that of the metabo!llte 11-hydroxy-delfa-9-THC
(Ref. 14).

(4) 11s history and current pattern of abuse 21 U.S.C 811(c)(4). Pure
THC has not been available In the United States except In research settings,
and there are no reports of significant diversion or abuse of synthetic THC
from sclentlflc and research Institutions.

Typlcal THC values obtalined from plant materlals In the I!llcit market and
reported In the lliterature (Ref. 20) are as follows:
Percent

Flber-type cannabls 0.05 THC

Drug-type cannabls 1.0 to 4.0 THC

Hashish (resin) 10.0 THC

Red oll (cannabls distillate) 20.0 THC
As the concentration of THC lIncreases, the monetary value of the substance on
the 11l1cit market also Increases. See the above dliscussion of factor one,
potentlal for abuse. Attempts have been made to Increase the THC content of
plant materlials which are avallable on the iliiclt market. It Is reasonable

to conclude that the pattern of abuse of synthetic THC would be simlilar to
that of cannabls materlals with high concentrations of THC.

(5} The scope, duratlon, and signlficance of abuse (21 U.S.C.
811(c)(5)). There has been no actual abuse of THC reporfed elther from
diverted materlal or In patients glven the drug under the stringent controls
that apply to Investigational drugs. However, cannabls, which contalns THC,
Is widely abused. See the above discussion of factor one.

(6) What, 1f any, risk there Is to the public health (21 U.S.C.
811(c)(6)). The risks To the public health from the Illicit use or smoking of
THC are likely to be simlilar to those of smoking marihuana at simllar
concentratlions. Further, the dosage form proposed In the NDA is a capsule for
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oral use contalning THC In sesame oll, |f this dosage form were diverted and
injected Intravenously, 1t could cause severe problems to the Individual from
oll embolism. Taken orally, as Intended, the THC capsule would produce
psychotroplic effects and, |lke marihuana, could adversely affect job
performance and automoblile driving. Studles utllizlng pure THC or cannabls
Indicate that the substances Impair sk!lls and behavior related to driving

(Ref. 21).

(7) 1ts psychic or physlological dependence llabliltity (21 U.S.C.
811(c)(7). Physical dependence on THC has not been demonstrated. Although
one Investigator (Ref. 14) reported withdrwawal signs and symptoms after large
doses of THC, other Investlgators have falled to observe a withdrawal syndrome
In chronic abusers of marlhuana or THC (Ref. 22).

With respect to psychological dependence, there Is evidence to suggest such
dependence In some Individuals. Concentrated forms of cannabls such as
hashlish or red oll have been reported to produce an acute neurological
syndrome which Include the clouding of mental processes, disorlentation,
confuslion, and marked memory Impairment (Ref. 23). [|llicit marlhuana has
shown a trend In recent years toward higher concentrations of THC in 1lilclt
cannabis-containing plant substances. This material commands a high price and
Is particularly attractive to certain Individuals., A recent report of the
Amer Ican Medical Assoclatlion's Councl! on Scientific Affalrs, as adopted by
the AMA House of Delegates, concluded that marlhuana Is hazardous to health
and that there was a growing prospect of an apprecliable number of marihuana
users Incurring physlological and psychologlcal Impalrment (Ref. 24).

FDA concludes that some Individuals should be considered manifesting
sufficlently strong drug-seeking behavior to be severely psychologlcally
dependent on cannabis and that a simllar potential dependence should be
antlicipated for THC. Therefore, FDA concludes that THC poses a risk to the

public health.

(8) Whether the substance Is an Immedlafe precursor of a substance
already controlled under this t1tle (21 U.S.C. Bil(c)(8). T THC Ts not an
Tmmedlate precursor fo a substance already controlled under this t1tle.

I11. Criterta for Schedullng

The eight factors dliscussed above are used to determine which of the flve CSA
schedules, 1f any, Is appropriate for a glven drug or substance. Each of the
five CSA schedules has three criterla to ald In this determination. To assign
a substance to a speclfic schedule, the Attorney General must find that the
substance meets the statutory criteria for that schedule (21 U.S.C.

811(a) (1) (B)).
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Criterlon A for all flve schedules Is a series of descriptlons of abuse
potential, declining from high to low. Schedules | and Il are ldentical In
this regard, both requiring a finding of "high" potential! for abuse.
Schedules 11| through V require findings of lower, though still some, abuse

potential.

Criterion B for all flve schedules Is whether the drug, or other substance,
has a currently accepted medical use. Schedule | drugs must be found to have
"no currently accepted medical use In treatment In the United States™ while
“schedules 1| through V¥ all requlire a "currently accepted medical use In
treatment In the United States."™ In addition, criterion B for schedule ||
allows an alternative flnding, "currently accepted medical use with severe

restrictions,”

Criterion C Is different for schedule | than for the other schedules. For
schedule |, the criterion requires a finding of "lack of accepted safety for
use of the drug or other substance under medical supervision." For schedules
I'l through V thls criterlion consists of a siliding scale of the drug's
dependence-producing capaclity, elther physical or psychological. Schedule 11
drugs require a finding of the highest dependence-producing capacity while
schedule Y drugs require the lowest.

The "accepted medlical use" status of a drug, therefore, plays a signlficant
role In the schedullng analysls, as one of the three crliterla for each
schedule. Because the NDA for THC has been temporarily withdrawn by its
sponsor, two separate proposed schedullng recommendations are made: one which
would take effect If the drug Is approved for marketing (which would signify
that there Is an accepted medical use for THC), and a second recommendatlion

for THC absent NDA approval.

1. Upon NDA Approval:

a. Crlterlon A. - On the scale of abuse potentlal, FDA concludes that
THC has a high potentlal for abuse and thus meets thls criterlon for schedules
| and Il (the criterlion Is Identical for these two schedules).

As noted above, THC Is the major active Ingredient In the plant Cannabls
sativa. As a plant constituent, It has been shown to have a high potentlial
for abuse (see discusslon of factor one above). As a slingle active chemical
entity, THC has not been abused because It has been subjJect to stringent
controls as an Investigational drug and a schedule | substance under the

CSA. The abuse potentlial of THC must be presumed to be at least as great as
that for marlhuana. THC has marked psychotroplic effects and, If freely
avallable, would very llkely to be a major drug of abuse (see discussion of
factors two and four above). |If THC is marketed as a drug product, it can be
anticlipated that there will be attempted thefts, that attempts wlll be made to
dlvert the drug from legltimate channels, and that any drug so diverted will
command premlum prices in the 11licit market.
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The concluslon that THC has a high potential for abuse (thus meeting criterion
A for schedules | and Il) loglically precludes THC from meeting criterion A for
schedules Il through V, because drugs In each of these three schedules have a
progresslvely lower abuse potential than schedule | and || drugs.

b. Crlterion B. - As with any drug, upon approval of an NDA for
marketing, THC would have a "currently accepted medical use In treatment In
the Unlted States." FDA Interprets the term "accepted medical use"” to mean
tawfully marketed In this country under the Federal Food, Drug, and Cosmetic

Act.

The mechanism established by Congress for a company lawfully to market a new
drug Is for the company (the "sponsor") to submit an NDA to FDA and for FDA to
approve that application. Before FDA can approve an NDA, however, the drug's
sponsor must submit data from a battery of experimental tests on both animals
and humans which establish the drug's safety and effectiveness for Its
proposed uses. In additlion, the sponsor must submit data on manufacturing
controls demonstrating that standards of Identlty, strength, quallty, and
purity are met. Flnally, the sponsor must submit labeling which states
adequately the proper conditions for use. See 21 U.S.C. 355(d) and 21 CFR
314,1. Only after FDA has evaluated this array of Information can the agency
make a declsion whether the NDA should be approved and the drug marketed.

Thus, FDA's approval of an NDA clearly establishes that a drug has an
"accepted medical use", and THC would, therefore, fall into this category If
an NDA were approved.

c. Criterlon C. - Because an approved NDA for THC would be based, In
part, on an FDA flndlng of THC's safety for its proposed use, In that
situation THC would clearly not meet criterion C for schedule | ("lack of
accepted safety under medical supervision"). Rather, with an approved NDA the
question Is where THC fits on the siiding scale of dependence-producing
capaclty for the remaining schedules, || through V.

Criterion C for schedule |! provldes that "(a)buse of the drug or other
substance may lead to severe psychologlcal or physical dependence" (emphasis
added). FDA proposes to recommend the concluslon that abuse of THC may lead
to severe psychological dependence In some iIndividuals (see discussion above
under factor seven). Whether thls psychological dependence might better be
characterized as "high" (the schedule |11 criterion) rather than "severe" (the
schedule || criterion) Is a subject of scientiflc controvery. However, FDA
agrees with a majority of Its DAAC members that THC's psychologlical
dependence-producing abllity lles at the top end of the spectrum and is most
appropriately characterlzed as "severe", thus, meeting the criterion for

schedule 11.
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In terms of possible physlcal dependence, FDA belleves the avallable
information at this time Is Insuffliclent to determine with certainty whether

phsylcal dependence occurs. As noted above under factor seven, physical
dependence on THC has not been demonstrated clearly; the finding of physical
dependence by one Investigator has not been conflrmed by others.

d. Summary Chart. - FDA's proposed flndings for the schedullng of THC,
if an NDA 1s approved, are summarlzed as follows:

Note. - The criterla vary according to the schedule.

Criterion Criterion Criterion
A B C
Schedule | Met Not met Not met
Schedule |1 Met Met ° Met
Schedule 11! Not met Met Possibly met
Schedule 1V Not met Met : Not met
Schedule V Not met Met Not met

e. Conclusion. - For the reasons stated above, FDA concludes that If an
NDA were approved for THC, all three criterla of schedule 1l would be met and,
therefore, at that time DEA should reschedule the drug accordingly.

2. Without NDA Approval:

In 1979, FDA stated that from a medlcal and sclentific standpoint, THC "could
be placed In elther schedule | or schedule 11" (44 FR 36127) but that for
pollcy reasons the agency recommended schedule |. Although certain new
developments have occurred with respect to THC In the Intervening years (l.e.,
- Investigational group C status and enabling leglsiation In some States
providing for varlous degrees and kinds of more relaxed research controls),
these developments do not change FDA's oplinlon that THC (wlthout an approved
NDA) meets all three crlterla for both schedule | and schedule I1.
Accordingly, because there appears to be no advantage to rescheduling THC at
this time, FDA recommends for policy considerations that THC remaln In

schedule 1.

a. Criterion A. - As explalned above, FDA recommends that THC has a high
potential for abuse, and, thus, meets this crlterion for both schedules | and
11 but does not meet this criterlon for schedules ||| through V.

b. Criterlon B. - This criterlion Invoives the "accepted medical use" of
the drug and has three variations among the flve schedules as follows:

(1) Schedule I|: " The drug or other substance has no currently accepted
medlical use In treatment In the Unlted States."




THC Scheduling 13

(2) Schedule Il: "The drug or other substance has a currently accepted
medical use In treatment In the United States or a currently accepted medical
use wlth severe retrictlons" (emphasls added).

(3) Schedules {1l through V: "The drug or other substance has a
currently accepted medical use In treatment In the United States."

For the followling reasons, FDA recommends that THC currently meets equally
well criterion B In both schedule | and schedule Ii.

As explalned above, FDA deflnes "currently accepted medical use * * ¥
(schedules |11 through V and schedule 11, first clause) to mean lawfully
marketed under the Federal Food, Drug, and Cosmetic Act. Conversely, "no
current ly accepted medical use * * * " myst mean not lawfully marketed. THC
fits Into the latter category because there is not an approved NDA for the
drug, and because !t cannot be legally marketed without an approved NDA.
Therefore, THC meets criterlon B for schedule I.

THC also, however, meets the second clause of criterion B for schedule !l
Involving "a currently accepted medical use with severe restrictions.”
Although thls clause Is not deflned In the statute or the leglislative history,
the agency belleves that certain Investigational drugs, such as THC, In the
later stages of the Investigatlional process may fall within this statutory

language.

tnvestligational drugs progress from experimentation In a very limited, closely
supervised setting Involving only a few individuals to use in a broader
Investigational protocol using hundreds of patlents. Under FDA regulations,
reports of these clinical studles are perlodically sent to FDA so that the
agency can properly monitor the ongoing research and progression to broader
clinlcal trials. See 21 CFR Part 312,

The placement of THC In NC!'s group C distribution scheme represents an
example of clinical research that has progressed sufficlently far to be termed
"current!ly accepted medical use with severe restrictlions." As stated In the
Surgeon General's September 10, 1980 press release announcing the placement of
THC fn group C, the new plan would make THC avallable to an estimated 4,000
cancer speciallsts for use In combating nausea and vomiting in cancer patlents
undergoing chemotherapy (Ref. 25). FDA declided to authorize this broader
distribution plan because, among other reasons, the supervision required by
the study protocol appeared to provide adequate safeguards for patlent safety,
and sufficlent evidence of effectliveness existed to support broader
avallabl!llty for treatment of patlents. Thls declsion was based on review of
a slgnlflcant amount of clinical testing already performed on THC and on the
advice of FDA's Oncology Advisory Commlttee. Thus, although FDA does not
propose to define "accepted medical use with severe restrictions" as limited
to group C drugs, because that definition would improperly limit the statutory
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language to drugs Involved In cancer therapy, FDA belleves that THC's
placement In group C flts the statutory language of "accepted medical use with
severe restrictions.”

Group C distribution of THC, however, should not be confused with the
‘Maccepted medlical use™ standard of lawful marketing. Group C drugs such as
THC remaln Investlgational drugs requlring research protocols, Informed
consent of patlients, avallability to a |Imited number of physiclans registered
as clinlcal Investligators, and reports of adverse effects to FDA. These
requirements together constitute "severe restrictlons™ under the statutory
language that distingulsh Investigational drugs |lke THC from marketed drugs.

Simtlarly, enabling laws In over 20 States that now authorize the use of

mar Thuana and THC In the context of medical research do not satlsfy the
"accepted medical use" standard of lawful marketing. For example, at least 11
States have FDA-approved protocols for THC research use. Moreover, such
State-enabling laws should not be confused with State laws which
"decriminallze" the possession or transfer of certaln marlhuana materials for
personal use, Including recreational uses. The latter State laws Involve
reductlons In criminal penalties and do not relate directly to the use of
these substances In medlcal research.

FDA concludes that THC meets Crlterlon B for both schedules | and |I.

c. Criterion C - As discussed above, on the sliding scale of dependence-
producing capaclty (schedules 1| through V), FDA recommends that THC flts into
schedule || because abuse of the drug may lead to severe psychological
dependence.

FDA also proposes that THC meets criterion C for schedule | because there is
"a jack of accepted safety for use of the drug or other substance under
medlcal supervision.™ FDA belleves that "accepted safety"™, |lke "accepted
medlcal use", refers to an attribute possessed only by drugs lawfully marketed
under the Federal Food, Drug, and Cosmetic act. Accordingly, because THC is
not so lawfully marketed, there is a "lack of accepted safety * * * W,

As noted above, the FFDCA directs FDA to approve an NDA based upon scilientific
evidence that the drug has been shown to be safe and effective for Its
proposed uses. See 21 U.S.C. 355(d). Because no drug Is ever completely safe
In the absolute sense, FDA considers "safe" to mean (in the context of a human
drug) that the therapeutic benefits to be derived from the drug outwelgh Its
known and potential risks under the condlitions of use prescribed in the
labeling. For this reason, FDA requires, before approval of an NDA, that
extensive clinlcal and preclinical testing be conducted to establish the
safety of the drug. Indeed, FDA must refuse approval of an NDA If Inadequate
Iinformation about adverse reactions Is presented. See 21 U,S.C. 355(d)(1).
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Another factor considered by FDA In assesslng the drug's safety Is the
proposed labellng, which Is approved at the time of approval for marketing. A
drug might be consldered safe under some labeling but not others. Physiclans
depend on detalled labeling for Information on when and how a drug should be
used, and any clalms In the labeling must be supported by clinlcal studles.
False or mlsleadling proposed labeling also precludes FDA approval! of an NDA.
21 U.S.C. 355(d)(6).

Clearly, the further along a drug Is In the Investigational process, the more
information about safety and effectlveness there wil| be. But It Is only upon
approval for marketing that there has been a declsion, based on sclentific
Judgment by the regulatory agency charged with the responsibllity of
evaluating the safety and efflcacy of new drugs, that a drug becomes
"accepted" as safe under medical supervislon.

THC for use In cancer chemotherapy Is a drug near the end of the Investiga-
tional phase, but FDA has not completed its evaluation of the drug's safety
and effectlveness. THC Is currently distributed to physicians only as an
Investlgational drug under the group C plan for cancer drugs operated by Its
sponsor, NCI. NCI's drug master file descrlbes the purpose of group C, In
part, as follows: The purpose of this distribution lIs to acquire Information
on safety In the context in which the drug Is likely to be used in clinical
practice after marketing. (Ref. 26 at p. 21) (emphasis added). Thus,
particlpating physiclans are required to submit reports directly to NCI when.

adverse reactlions to THC are encountered (Ref. 27).

THC 1s also beling Investigated under IND's for both safety and-effectiveness.
Only when full Information Is recelved and revlewed by FDA can a responsible,
sclentific judgment be made about THC's "accepted safety for use * * ¥ ynder
medical supervislon". Accordingly, FDA concludes that THC meets criterion C

for schedule |.

d. Summary Chart - FDA's recommendation on scheduling of THC, without an
approved NDA, Is summarized In the following chart:

Note. - The criteria vary according to the schedule.

Criterion Criterion Crlterion
A B C
Schedule | : Met Met Met
Schedule 11| Met Met* Met
Schedule 111 Not met Not met Possibly met
Schedute 1V Not met Not met Not met
Schedule V¥ Not met Not met Not met

*The conclusion that THC meets criterion B for schedule 11 must be qualified
because the decislon that THC's group C distribution satisfles the requirement
for Maccepted medical use with severe restriction" represents the first time
that a substance still In Investligational status has been consldered to meet

Criterla B of schedule |1.
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e. Concluslon = FDA proposed that THC remain In schedule | untll an NDA
Is approved, and asked for wrltten comments on the schedulling proposal. Seven
parties responded to the request published In the Federal Reglster (47 FR
10080-86, March 9, 1982 (Docket 8IN - 0168)). The comments recelved are
appended in Attachment C. FDA has summarized and evaluated the comments
recelved (Attachment D), The Commissloner concludes that there were no
convincing or compellling arguments to change the proposed recommendation.
Therefore, It Is recommended that THC remaln In schedule | until an NDA Is
approved. |f and when an NDA Is approved for THC, FDA will recommend that the
drug be rescheduled to schedule 11.
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