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Opinion

Should Physicians Recommend Replacing Opioids

With Cannabis?

Recent state regulations (eg, in New York, lllinois) al-
low medical cannabis as a substitute for opioids for
chronic pain and for addiction. Yet the evidence regard-
ing safety, efficacy, and comparative effectiveness is at
best equivocal for the former recommendation and
strongly suggests the latter—substituting cannabis for
opioid addiction treatments is potentially harmful. Nei-
ther recommendation meets the standards of rigor de-
sirable for medical treatment decisions.

Efficacy of Cannabis for Chronic Pain

and for Opioid Use Disorder

Recent systematic reviews' identified low-strength evi-
dence that plant-based cannabis preparations alleviate
neuropathic pain and insufficient evidence for other types
of pain. Studies tend to be of low methodological quality,
involve small samples and short-follow-up periods, and do
not address the most common causes of pain (eg, back
pain). This description of evidence for efficacy of canna-
bis for chronic pain is similar to how efficacy studies of opi-
oids for chronic pain have been described (except that the
volume of evidence is greater for opioids with 96 trials
identified in a recent systematic review?).

In a sample of 84 cannabidiol extracts
purchased online, 69% (n = 58) had

mislabeled cannabinoid content.

The evidence that cannabis is an efficacious
treatment for opioid use disorder is even weaker. To date,
no prospective evidence, either from clinical trials
or observational studies, has demonstrated any
benefit of treating patients who have opioid addiction
with cannabis.

Comparative Effectiveness:

Substituting Cannabis for Opioids

Substituting cannabis for opioids is not the same as ini-
tiating opioid therapy. There are no randomized clinical
trials of substituting cannabis for opioids in patients tak-
ing or misusing opioids for treatment of pain, or in pa-
tients with opioid addiction treated with methadone or
buprenorphine. In addition to surveys of patients who
use medical cannabis, the other types of studies prompt-
inga move to cannabis to replace opioids are population-
level reports stating that laws allowing medical canna-
bis use are followed by fewer opioid overdose deaths
than expected. The methodological concern with such
studies is that correlation is not causation. Many fac-
tors other than cannabis use may affect opioid over-
dose deaths, such as prescribing guidelines, opioid

rescheduling, Good Samaritan laws, incarceration prac-
tices, and availability of evidence-based opioid use dis-
order treatment and naloxone. Furthermore, the aggre-
gate population associations (eg, between medical
cannabis and opioid overdose) may be opposite of those
seen withinindividuals. In the only individual-level analy-
sis, which included 57 146 people aged 12 and older, of
anationally representative sample, medical cannabis use
was positively associated with greater use and misuse
of prescription opioids.*

The largest prospective study of cannabis as a sub-
stitute for opioids was a 4-year cohort study of 1514 pa-
tients with chronic pain who had been prescribed
opioids.> Cannabis use was associated with more sub-
sequent pain, less self-efficacy for managing pain, and
no reductions in prescribed opioid use. There was no sub-
stitution; rather, cannabis was simply added to the mix
of addictive substances taken by patients with pain.

For opioid use disorder, there is concern that the
New York State Health Commissioner has defined opi-
oid addiction to include people being treated with US
Food and Drug Administration-approved, efficacious,
opioid agonist medications, as a qualifying condition for
medical cannabis.® Methadone and bu-
prenorphine treatment reducesillicit opi-
oid use, blood-borne disease transmis-
sion, criminal activity, adverse birth
outcomes, and mortality. Discontinuing
such medications increases therisk of re-
turn to illicit opioid use, overdose, and
death. The suggestion that patients should self-
substitute a drug (ie, cannabis) that has not been sub-
jected to asingle clinical trial for opioid addiction is irre-
sponsible and should be reconsidered.

These approaches reflect the stigmatized nature of
people with opioid addiction that cannabis therapy might
be considered reasonable with no clinical trials when no
comparable provision has been made for other chronic
diseases for which claims of cannabis’ benefits have been
made (eg. no regulations have suggested that patients
with diabetes stop taking insulin and take cannabis in-
stead). The recommendation is consistent with a his-
tory of medical professionals arguing that a different class
of addictive drug will eliminate an addiction. For in-
stance, in the past, morphine had been promoted as a
cure for alcohol use disorder; cocaine as a cure for mor-
phine addiction and alcohol use disorder; and heroin as
acure foralcohol use disorder, morphine addiction, and
cocaine addiction.

Risks of Cannabis Use
Unlike opioids, cannabis appears to have no risk of fatal

overdose. However, systematic reviews find increased
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risks of motor vehicle crashes, cognitive impairment, structural brain
changes, and psychotic symptoms."” The risk of cannabis addic-
tion should be mentioned, particularly when the rationale for sub-
stitution is to prevent or treat addiction in people with or at risk for
cannabis and other substance addiction. In a national population-
based survey of 36 309 adults, the prevalence of cannabis use dis-
order was 31% among those reporting any use in the past year.2 Can-
nabis addiction means use that causes clinically significant
impairment or distress, including use that is out of control (the per-
son tries to reduce use and cannot); craving; and recurrent social,
occupational, and physical consequences. Cannabis use is also pro-
spectively associated with a greater risk for other substance use dis-
orders. All of these risks must be considered in light of the lack of
evidence that taking cannabis while using opioids will necessarily re-
sultin a tapering of opioid dose, ie, it is entirely possible that these
risks associated with cannabis will be added to those of opioid use.

If Cannabis Is Recommended Medicine,

It Should Be Held to Medical Standards

Clinical trials of opioids are of preparations of medications manu-
factured and regulated by national standards, which test specified
doses, frequencies, and routes of administration. The known risks
and benefits are derived from such studies. In clinical practice, cli-
nicians prescribe the studied medications. These practices are not
used for cannabis. Most clinical trials do not provide comparable evi-
dence for medical cannabis. Medical cannabis regulations make un-
regulated products available to be inhaled in smoke or vapor,
applied topically as oils and creams, eaten in edibles, or taken orally
or sublingually. The demonstrated efficacy and safety of these
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products should not be labeled as medical. “Budtenders,” not phar-
macists, physicians, or other clinicians, make clinical recommenda-
tions. Ina sample of 84 cannabidiol extracts purchased online, 69%
(n = 58) had mislabeled cannabinoid content.® Ecological correla-
tional studies and individual testimonials of benefit are not the qual-
ity of evidence typically required to recommend a medication for
clinical use. Vulnerable and stigmatized patients with chronic pain
and patients with addiction desperate for help are those exposed
to such treatments, likely with no recourse if adverse effects occur
(Food and Drug Administration-level assertions of safety and effi-
cacy do not exist, and malpractice is likely not applicable).

Conclusions

Cannabis and cannabis-derived medications merit further re-
search, and such scientific work will likely yield useful results. This
does not mean that medical cannabis recommendations should be
made without the evidence base demanded for other treatments.
Evidence-based therapies are available. For chronic pain, there are
numerous alternatives to opioids aside from cannabis. Nonopioid
medications appear to have similar efficacy, and behavioral, vol-
untary, slow-tapering interventions canimprove function and well-
being while reducing pain.

For the opioid addiction crisis, clearly efficacious medications
such as methadone and buprenorphine are underprescribed.
Without convincing evidence of efficacy of cannabis for this
indication, it would be irresponsible for medicine to exacerbate
this problem by encouraging patients with opioid addiction to
stop taking these medications and to rely instead on unproven
cannabis treatment.
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