Cannabis for Medical Use: FDA and DEA Regulation in the Hall of Mirrors

Rebecca S. Eisenberg! & Deborah B. Leiderman?

Casual observers could be forgiven for believing - incorrectly - that the medical use
of cannabis is lawful today in the 31 states (plus the District of Columbia, Guam, and
Puerto Rico) that have passed laws purporting to authorize such use.3 But
notwithstanding these state laws, cannabis remains controlled under interrelated
international and U.S. federal regulatory regimes that the states may not set aside.*
Although the legal texts that govern these regimes leave room for some medical and
scientific use of controlled substances as permitted by national laws, the use of
cannabis for medical treatment still violates U.S. law. The U.S. Food and Drug
Administration (FDA) has approved the use of synthetic and purified products that
are similar to constituents found in cannabis as safe and effective for some medical
indications, but it has not yet approved the use of cannabis? itself for any indication.
Meanwhile, the U.S. Drug Enforcement Administration (DEA) continues to classify
cannabis as a Schedule I controlled substance under the Controlled Substances Act
of 1970 (CSA) based in part on repeated findings - supported by analysis and
recommendations from FDA - that it has “no currently accepted use in treatment in
the United States.”®
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[t is a criminal offense to manufacture or distribute any Schedule I controlled
substance without a license from the DEA.7 Since 1968, the National Center for
Natural Products Research at the University of Mississippi (NCNPR) has been the
only registered manufacturer of cannabis for research purposes, operating under a
government contract administered by the National Institute on Drug Abuse (NIDA)
within the National Institutes of Health (NIH).8 This means that clinical trials of
cannabis in patients may not use the products that are currently distributed in
states with medical marijuana laws, but must instead use the NCNPR-NIDA product.
Such trials would also require an FDA-regulated investigational new drug
application (IND). Although some researchers have conducted small studies of
cannabis under INDs, none has yet obtained FDA approval of a new drug application
(NDA) for cannabis, and repeated petitions to DEA to reschedule cannabis have so
far failed.

Nonetheless, doctors are prescribing and patients are using cannabis for medical
purposes in the U.S.? Although some of this purported medical use may be
recreational use in camouflage, some of it represents good faith efforts on the part of
treating physicians to provide health care for patients. In a 2013 online poll hosted
by the New England Journal of Medicine, 76% of participating doctors in North
America responded that they would recommend the use of medicinal marijuana for
a hypothetical patient undergoing chemotherapy for metastatic breast cancer.19 But
the attitidues and practices of treating physicians are not the measure of “currently
accepted medical use in treatment in the United States” as that language has been
interpreted by the courts and agencies that administer U.S. drug laws.

Although these state-authorized uses remain illegal under federal law, without the
enforcement muscle of state and local governments to back them up, the federal
government does little to stop them. The legal and political environment for medical
cannabis has changed considerably since Congress passed the CSA in 1970. The fact
that 31 states and the District of Columbia have sought to make medical use of
cannabis lawful within their borders - generally through voter referenda - is
powerful evidence of considerable popular support within the U.S.

The international legal regime that led the U.S. to pass the CSA shows similar signs
softening towards medical use of cannabis. The CSA brought US law into
compliance with international treaties that require member states to control
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cannabis, and DEA cites these treaties in support of its regulatory moves. But some
30 other countries, including many member states, now permit medical use of
cannabis under their national laws.1! Recently the World Health Organization
(WHO) sought input from Ministers of Health of member states in preparation for
a special session of an Expert Committee on Drug Dependence “to review cannabis
and cannabis-related substances on their potential to cause dependence, abuse
and harm to health, and potential therapeutic applications” so that WHO can
“make recommendations to the UN Secretary-General on the need for and level of
international control of these substances.”12

The role of FDA in timing the availability of new medical technologies has also
evolved in the decades since longstanding interpretations of CSA standards for
“currently accepted medical use” were put in place. U.S. federal statutory standards
for showing safety and efficacy for new drugs have not changed explicitly.13 But
newer statutory provisions have encouraged FDA to shift towards earlier initial
approval of many new products on the basis of less definitive premarket evidence,
while monitoring future data from ongoing studies for further evidence of safety
and effectiveness after the product has entered clinical use. Most medical devices
and dietary supplements may be marketed with even less premarket evidence.
Earlier approval of more products prior to completion of the kinds of studies that
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adequate tests by all methods reasonably applicable to show whether or not such
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the proposed labeling thereof” or if “there is a lack of substantial evidence that the
drug will have the effect it purports or is represented to have under the conditions
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scientific training and experience to evaluate the effectiveness of the drug involved,
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conditions of use prescribed, recommended, or suggested in the labeling or
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previously would have been necessary in the premarket stage to satisfy FDCA
standards for “adequate and well-controlled studies proving efficacy” for new
drugs blurs the boundary between research and clinical use, calling into question
the meaning of “currently accepted medical use” under the CSA.

Finally, following a string of victories for the “right to try” movement in state
legislatures, the federal Right to Try Act of 2017 was recently signed into law.14
The new legislation authorizes sponsors of new drugs to provide some patients
with access outside clinical trials to investigational drugs that remain in
development following completion of Phase I trials. Although FDA previously
authorized more limited access to products in development under the heading of
“compassionate use,”15 the new legislation sends a clear signal to FDA that
Congress favors expanding patient access to investigational drugs for which
studies to date do not yet satisfy FDA approval standards.

Although none of these developments alone provides a clear basis for challenging
the decisions of DEA and FDA on the legal status of medical cannabis, considered
together they may give these agencies reason to reassess their interpretations of
their statutory mandates in order to encourage more research into the effects of
cannabis in patients. Strict scientific standards that FDA has used successfully to
motivate the pharmaceutical industry to conduct rigorous trials of proprietary
new chemical entities may set impossible barriers to the study of a product like
cannabis. Impossible barriers may be tolerable to law enforcement authorities
whose primary concern is avoiding the harms caused by the illegal drug trade. But
they do little to encourage the provision of better data on the effects of cannabis in
patients. The paradoxical result of such strict standards could be to discourage the
cannabis industry from investing in clinical trials, leaving doctors and patients
with less information to guide their use of medical cannabis rather than more. In
other contexts where strict premarket approval standards would impose
unsustainable research burdens on continued provision of products such as
medical devices and dietary supplements, FDA and Congress have sometimes
adapted the regulatory regime to make it more workable and less burdensome. 16
Following these examples, rather than attempting to meet current regulatory
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amended in scattered provisions of 21 U.S.C.).



requirements, the cannabis industry may find it quicker and easier to seek relief
from Congress.17

We begin with a brief review in Section I of key features of the governing legal
texts, including the Single Convention on Narcotic Drugs (Single Convention),18 the
CSA, and the FDCA. Section Il examines more closely the relationship between
scheduling decisions under the CSA and new drug approval standards under the
FDCA, focusing on judicial and regulatory analysis in the context of petitions to
reschedule cannabis. Section III considers special obstacles to obtaining FDA
approval for cannabis, including burdens imposed on the use of Schedule I
controlled substances in research, challenges in obtaining approval of botanical
products, and challenges in overcoming substantial evidence of abuse potential and
side effects generated over decades of government-funded research. Section IV
reviews changes in the time course for FDA approval in the years since passage of
the CSA to permit earlier access to various kinds of medical technologies while
further safety and efficacy studies continue, and asks whether the meaning of the
phrase “currently accepted medical use” should be reconsidered in light of these
changes. Section V concludes.

17 Numerous bills have been introduced, including one that President Trump has
indicated he would probably sign into law: The Strengthening the Tenth
Amendment Through Entrusting States (STATES) Act, S.3032, co-sponsored by
Republican Cory Gardner of Colorado and Democrat Elizabeth Warren of
Massachusetts. See John Wagner & Colby Itkowitz, Trump says he would ‘probably’
sign bill to protect states that have legalized marijuana,, Washington Post (June 8,
2018), https://www.washingtonpost.com/politics /trump-say-he-probably-will-
support-bill-to-protect-states-that-have-legalized-
marijuana/2018/06/08/23fe0884-6b24-11e8-bea7-

c8eb28bc52b1 story.html?utm term=.2d27a86fc386.

18 Single Convention on Narcotic Drugs, opened for signature March 30, 1961, 18
U.S.T. 1407, 30 T.I.LA.S. No. 6298, 520 U.N.T.S. 151, as amended (“Single
Convention”).
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