Substance Use Disorder Journal Club

Greetings to all,

This study was recently highlighted in a major news outlet for its positive findings. It spotlights
our good old friend, naltrexone. Though naltrexone cannot be used in our patients on full or
partial opioid agonist therapy, | thought it was worth going beyond the headlines given the
increase in everything alcohol, along with what seems like a growing popular mention of this
dosing strategy.

Hope you find it helpful,

Andrea

Targeted naltrexone lowers self-reported binge drinking

quantity and frequency in sexual and gender minority men.
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METHODS

Study Description: This was a 12-week randomized double-blind placebo-controlled trial of
targeted dosing with 50 mg of oral naltrexone (NLTX) versus placebo conducted among sexual
and gender minority men (SGM) in the San Francisco Bay Area, from 2015-2020.

Participant inclusion: Patients were recruited via multimedia community outreach as well as
from outreach after a prior epidemiologic alcohol study by the same author. Included
participants met <3 DSM |V criteria for alcohol use disorder (AUD), reported >=1 binge drinking
episode in the last three months, and were men who had anal intercourse within the last 3
months while under the influence of alcohol. People with acute medical or psychiatric
conditions including depression with suicidal ideation were excluded, as were people with
moderate to severe liver disease defined as AST/ALT >3xULN. Need for opioids or opioid
positive urine, opioid use disorder (OUD) were also exclusionary.

Intervention and Outcome Assessment: Participants were instructed to take one 50mg
naltrexone tab daily during periods of alcohol craving and/or when they anticipated a high risk
for heavy alcohol consumption. All participants received weekly medication management
counseling and behavioral assessments. Lab visits were conducted monthly.



The primary endpoint was binge drinking episodes (defined as five or more drinks on a single
occasion) measured using multiple self-reported measures without a priori choice of a primary
outcome. Biochemical markers (EtG/ethyl glucuronide, estimated to detect alcohol use within
the past 3-5days and PEth, a phospholipid formed in the presence of alcohol use with detection
window of 2-3wks) were also collected. A 6-month follow up assessment was conducted,
though study treatment ended at week 12.

MAIN RESULTS

Participants and follow up: 307 people were recruited, 120 enrolled. Of the 144 ineligible, 106
were due to “current diagnosis of AUD” (presumably high-moderate to severe). The sample was
mean age 37yrs, racially diverse (54% white, 10% Hispanic, 14% black, 5% Asian/Pac Island, and
17% mixed/other), 26% HIV positive, one TG male. Baseline urine toxicologies were positive as
follows: 22% cannabis, 28% stimulants/cocaine, 6% benzodiazepine. 59% of participants were
college educated or more, 48% employed full-time, 91% insured, 16% had prior alcohol
treatment, median AUDIT score= 17 (considered zone 3 out of 4, harmful use).

85% of weekly visits were completed. 89% of NLTX and 95% placebo patients were retained.
39% of the NLTX group guessed their treatment assignment vs 59% of the placebo, (difference
BARELY NS p=0.054). MEMS data showed that participants accessed medication an average of
2.5times/wk, and patients self-reported taking the medication on more than 70% of the times
they anticipated heavy drinking risk.

Outcomes:
During treatment 6 Months post treatment
IRR* p NNT* IRR p
# drinks in past 0.69 0.01 5.7 0.69 0.03
30daysl (to pre.z\{ent 10
additional
drinks/month)
Any binge drinking 0.83 0.01 7.4 .79 0.04
the past week
# drinking days in the  No sig change NS NA No sig change NS
past week
# binge drinking days 0.74 0.03 2 0.67 0.03
in the past week

*IRR=incidence rate ratio, NNT= number needed to treat

(1- IRR of 0.69 means the naltrexone group reported 31 % fewer drinks in the past month
compared with the placebo group. NNT indicates that we would need to treat 5.7 people to
prevent one person from drinking 10 additional drinks per month).

No change in biomarkers (EtG or PEth) was observed. The significant findings held significance
with correction for multiple comparisons, and when data were imputed for missingness.



Nausea was more common in NLTX group, n=14 vs n=4. Headaches, inc ast/alt were also more
common w NLTX but the difference was not statistically significant.

CONCLUSION

In a population of relatively educated SGM who binge drink but don’t meet criteria for severe
use disorder, targeted naltrexone 50mg likely reduces the self-reported number of binge
drinking episodes and amount of alcohol consumed compared with placebo. These reported
reductions did not impact biochemical markers that measure abstinence of 3-5days or more, or
self-reported high-risk sexual behavior.

COMMENTARY

Injury or illness caused by excessive alcohol use is the cause of 1 in 8 deaths for Americans in
the ‘prime of life’ (age 20-64), (Esser, 2022), and a large proportion of these events are among
people without severe use disorders. This has worsened since the COVID19 pandemic (White,
2022). The above trial took aim at this problem by studying ‘targeted’ naltrexone in sexual and
gender minority men (SGM) without addiction to alcohol. This approach (aka the Sinclair
method, targeted-, prn-, or event driven- dosing) is not a new approach, and may be especially
helpful in people whose goal is not abstinence, but data supporting it are relatively limited, and
mostly focused on individuals with severe AUD (Sinclair, 2001).

Overall, the trial’s design was sound — it was randomized, placebo controlled and had random,
concealed allocation, and blinding of patients and assessors. The follow up was high, and the
numbers needed to treat were low, which means only a few people would need this
intervention to achieve the stated effect. However, the validity of the outcome is questionable.

The primary outcomes in this study were all based on self-report. This can be a valid outcome.
As the authors point out, they used computer assisted interviewing and biochemical testing
which enhances the validity of a self-report. They used four different questions to understand
how binge drinking was impacted. However, it is unclear whether these outcomes were
identified at the outset or if they were sorting through their data first to see what emerged.
Also, the authors acknowledge they initially did not employ statistical methods to avoid finding
effects by chance (i.e. multiple comparison testing). Still, the face validity (i.e. it sounds like a
reasonable set of questions to determine binge drinking), the consistency of the findings across
three of the four self-reported measures, and the sensitivity analyses (re-running the data to
include multiple comparisons testing), were somewhat reassuring that this was a true result
and not just a positive test that was found and then published upon.

Another question is raised about possible unblinding. Helpfully, the authors reported that more
people in the placebo grouped guessed their assignment (59% vs 39%). If the placebo people
know they are not getting the active compound, might they report less change in behavior
compared to their counterparts? Or is there some priming that comes with believing they took
naltrexone that would help one to drink less that the unblinded placebo people miss out on? If
yes to either of these, the unblinding could be responsible for the outcome.



Further, the lack of change in biomarkers (i.e., EtG, PEth) or behavior change (i.e., sexual risk,
audit 10) doesn’t support a large change. That is, if there was a significant reduction in binge
drinking why was there no change in these outcomes? Is it that the greater unblinding in
placebo versus treatment created a spurious result? Or that the change was real but just not
enough to affect these measures? We lack information that might help us decide, in particular
info about baseline quantity and frequency of alcohol consumption. Based on the data about
how many times bottles were opened (2.5x/week), and that there was 70% adherence to the
therapy, we can venture that these folks were still drinking an average of 3-5 times/week
during the intervention. Indeed, we would expect both EtG and PEth to remain positive in this
circumstance. But there are assumptions in that logic, and more clarity is needed. Lack of
change in AUDIT-10 scores and sexual risk behavior also suggest that whatever the changes
were, they were not enough to affect these measures/impacts of drinking. So, even if the
reported reductions in drinking were accurate, there is not any objective data to support this.

Given the relatively low risk nature of intermittent naltrexone use, the experience we have
with it in severe AUD, and a small body of literature reported to have positive findings, it may
still be reasonable to use naltrexone for the purpose described. However, this study is not the
reason, as it showed no effect on hard clinical endpoints, and the self-reported outcomes
may be a result of unblinding or selective reporting. In addition, this is a select group of
individuals who may respond differently to those with lower income, education or in different
social circumstances.

And to place this in a larger context, it’s worth being mindful that prevention interventions (i.e.
taxation, access limitations) clearly impact mortality, violent crime and a host of other alcohol
related harms without requiring the access to healthcare that many people do not enjoy or will
not seek. (Daley 2012, APHA 2019, Wagenaar 2010). So while prescribing naltrexone may have
an impact on an individual basis, it is no competition for alcohol policies that prioritize public
health (Jernigan 2020, Stockwell 2020).
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