
Perspectives on Cannabis Research—
Barriers and Recommendations

The US has undergone a substantial shift in public
policy and societal attitudes toward cannabis in the
past 25 years. Although illegal at the federal level, can-
nabis or its constituents have been legalized in Wash-
ington DC and 11 states for recreational use and 33
states for medical use. This Viewpoint provides the
perspective of a researcher conducting controlled
investigations of cannabis as a drug of abuse and a
potential therapeutic amid these societal shifts. The
goal is to describe some of the barriers to research
and provide recommendations to bridge the gap
between societal use of cannabis and its empirical
study.

To start, there are fundamental distinctions
b e t w e e n r e c r e a t i o n a l a n d m e d i c a l c a n n a b i s
legalization:
• Recreational: most Americans favor legalizing canna-

bis nationwide. Ideally, this decision would be made af-
ter voters were presented with data on the risks (eg,
cannabis use disorder [CUD], associations with brain
development, driving safety) and benefits (eg, abol-
ishing racial inequities in prosecutions, tax income) to
society of legalizing an additional drug of abuse.

• Medical: by contrast, having voters or legislators de-
fine what constitutes a medicine is problematic, which
is best exemplified by the variety (>50) of conditions,
varying from state to state, that cannabis is purported
to treat. Cannabis is deemed efficacious to treat glau-
coma for patients in New Jersey but not in New York.
Whatever the original intent, this is not a rational or
ethical approach to treating illness.

What Are We Talking About?
Cannabis is a plant with more than 140 unique chemi-
cal constituents, 2 of which have been approved by
the US Food and Drug Administration (FDA): synthetic
(1) Δ9-tetrahydrocannabinol (THC; dronabinol) and (2)
nabilone, a THC analogue, are available to treat nau-
sea associated with chemotherapy or AIDS. Cannabi-
diol (CBD) is approved to treat severe childhood epi-
lepsy. As with all other FDA-approved medications,
these compounds were demonstrated to be more
efficacious than placebos in randomized clinical trials
(RCTs) conducted in the population of interest.

Clearly, cannabis and its constituents are being used
for more than nausea and epilepsy. Critically needed are
well-powered, placebo-controlled investigations to dis-
entangle pharmacologic efficacy from expectation.
However, these studies are nearly impossible to con-
duct, partially because of the US Drug Enforcement
Agency’s schedule I labeling of the cannabis plant and
its constituents.

Regulatory Hurdles
Ironically, as consumers have increasing access to a vast
range of cannabis products, US scientists face more regu-
latory scrutiny (eg, federal and state schedule I li-
censes, extensive regulations on storing and dispens-
ing schedule I drugs) and have a limited variety of
cannabis and CBD to study. The FDA is appropriately cau-
tious about what it allows scientists to test in patients
and none of the products available in dispensaries or on-
line have undergone the safety and manufacturing pro-
cedures needed for FDA approval. How then to con-
duct the studies so needed? One example of the
regulatory workarounds required even for those with the
licenses, facilities, and approvals is as follows: we are con-
ducting an 8-week RCT to test capsules with high CBD
and low THC levels for chemotherapy-induced neuro-
pathic pain. Because, to our knowledge, no such prod-
uct is approved for study in the US, we obtained a sched-
ule I importer’s license to import capsules that meet FDA
requirements, a costly approach in terms of time and
money.

Why Insist on Placebo Control?
The effect of expectations (particularly with com-
pounds marketed as virtual cure-alls) can be marked and
is why RCTs are used to define efficacy. Many symp-
toms are susceptible to the placebo effect, but pain, anxi-
ety, and sleep are notably so and are also the primary rea-
sons patients seek cannabis produc ts. 1 , 2 The
neurobiology of the placebo effect has been well
demonstrated,3 so it is not surprising that rubbing CBD
lotion on a sore elbow reduces discomfort despite little
to suggest that most products contain CBD at any po-
tentially meaningful level, that CBD is sufficiently ab-
sorbed by topical administration, or that it works at all.
So, that elbow might feel better, but accepting this as evi-
dence of efficacy is flawed. If this becomes the norm, all
that will be needed for medication development is ef-
fective marketing.

Suggesting that the placebo effect contributes sub-
stantially to many of the purported effects of cannabi-
noids does not reject their medical potential. However,
it does mean that we cannot look to observational stud-
ies or surveys as evidence of efficacy.

What Do We Know?
The National Academies of Science, Engineering and
Medicine has reviewed the placebo-controlled evi-
dence of cannabis and cannabis-derived products.4 The
report, which reiterates the paucity of quality research,
concludes that in addition to FDA-approved uses, oral
cannabinoids are effective for improving multiple scle-
rosis spasticity ratings and oral cannabinoids and can-
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nabis improve chronic pain. The evidence for other indications was
insufficient.

Where Does This Leave Clinicians?
With a federally illegal drug legalized in individual states, scientists con-
strained, and federal agencies somewhat silent, clinicians have none
of the data that guide their decisions for other medications (eg, which
indication, product, cannabinoid ratio, dose, or route of administra-
tion; what risks for individual patients [eg, pregnant, adolescent, psy-
chiatric?]). In this scientific vacuum, a billion-dollar industry has swept
in without evidence but with an obvious conflict of interest and with
little regulation of quality control, advertising, or product labeling.5

What Are We Not Talking About?
The public increasingly views cannabis as harmless, which is echoed
in the media.6 Many appear unaware that CUD exists and is quali-
tatively similar to other substance use disorders, comprising preoc-
cupation, withdrawal, and relapse. Cannabis withdrawal symp-
toms (eg, irritability and insomnia) contribute to high rates of
relapse,7 just as nicotine withdrawal contributes to tobacco use. Pa-
tients seek treatment for CUD because they are dissatisfied with the
effect of cannabis use on their lives and are unable to quit. Yet with
legalization, there is a powerful motive to create and maintain can-
nabis users, with the cannabis industry adopting similar business
strategies as the tobacco industry.8

Conclusions
Cannabis is polarizing even within science. Studying its therapeu-
tic potential is not procannabis; the plant has constituents that
produce positive and negative effects.9 Similarly, it is not antican-
nabis to emphasize placebo control. Other than those currently
making money, does anyone believe that unregulated products of
unknown provenance and uncertain content being sold for any
medical indication is an ethical approach?

In fact, labeling cannabis as medical or recreational is a some-
what false binary given THC’s abuse liability; medical cannabis
patients actually appear to be at heightened risk for developing
CUD.10 Measures of abuse liability should be included in studies
assessing therapeutic potential to best understand the risks/
benefits for a particular patient population.

An important step to addressing many of the barriers facing
cannabinoid researchers is to give scientists a schedule I exemp-
tion, which would increase the number of RCTs and thereby begin
to breach the divide between the use of these products and
empirical evidence. There are several congressional bills address-
ing this issue. Further, as with tobacco, we need policy-oriented
and regulatory research to guide rules about advertising, labeling,
and the effect of different formulations of cannabis products.5

Quality science that can weigh societal risks and benefits with
data and not hype could then be used to guide nationwide public
policy decisions regarding cannabis.
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