Phil Mohler, M.D. • pmohler69@gmail.com
2775 Crossroads Blvd • P.O. Box 10600 • Grand Junction, CO 81502-5600

March 2021



JK Costello, MD, MPH is a physician and consultant
on behavioral health with the Steadman group. He
consults with RMHP on substance use treatment and
recovery.
You can reach him at
JKCostello@steadmangroup.com.

Antibiotics do

Avoid these expensive
“me-too” drugs:
Mydayis
Lucemyra
Xyzal
Gralise
Viibyrd
Lexette foam
Drizalma DR

Overview of Medications for Substance Abuse
Disorder Treatment
Substance use disorder (SUD) has received an
unprecedented flurry of attention in the last five
years, and for all the wrong reasons. After drug
overdoses seemingly peaked in 2016, they simply
continued to increase. 2020 marked another sad
Colorado record for fatal overdoses: over 1200, a
30% increase in 5 years. The nature of overdose
has changed, too. While previously, prescription
opioids drove overdoses, fentanyl and
methamphetamine comprise the majority of the
recent increase. Alcohol adds roughly the same
number of deaths per year, at 17 per 100,000, or
about 1000 additional deaths in 2017. Without a
doubt, Covid-19-induced isolation and economic
downturn played a role in these increases. In
addition, disruptions of treatment likely
contributed to some substance-related deaths; one
study showed that fewer people initiated
medications for opioid addiction in the first 3
months of the pandemic. But even in the best of
years, too many people do not receive evidencebased medications for substance use disorders.
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Primary care physicians play an increasingly important role in this treatment. While SUD treatment used to
focus on counseling-based interventions, many of recent improvements in SUD treatment have been medical.
Furthermore, evidence has shown that primary care treatment for both opioid and alcohol use disorder is just as
effective as addiction specialist treatment. In this Prudent Prescriber, we’ll review the evidence for
pharmacotherapy for 3 types of SUD in increasing order of effectiveness.
Treatment of stimulant use disorder--largely for methamphetamine, cocaine, and prescription stimulants-- is still
squarely in the clinical realm. Last year’s definitive review of evidence-based treatments for psychostimulants-SAMHSA’s “Treatment of Stimulant Use Disorders”-- highlighted motivational interviewing, cognitive
behavioral therapy, community reinforcement approach, and contingency management as the 4
approaches to adult stimulant treatment with “strong” evidence. The first two modalities are frequently
delivered in primary care settings, while the latter two are more commonly found in specialty behavioral health
clinics.
However, medications for stimulant use disorder are nowhere to be found on this list. While a variety of
medications have shown some promise for stimulant treatment-- namely, prescription stimulants for
methamphetamine and disulfuram, topiramate, or prescription stimulants for cocaine-- “most of the findings are
not particularly robust,” said the director of the UCLA Addiction Psychiatry Clinic.
However, the news is better for alcohol use disorder (AUD). Naltrexone, which is also available in monthly
injectable form, and acamprosate both have A ratings from the American Academy of Family Physicians
(AAFP) for treatment of AUD and “efficacies of these medications are compelling when compared with other
medications used routinely as standard care for other common medical conditions,” states the Mayo Clinic
Proceedings (Fairbanks 2020). The number needed to treat is between 7 and 12 to reduce heavy drinking for
naltrexone and to maintain abstinence for acamprosate. Often, naltrexone is used to help people cut down on
heavy drinking while acamprosate is used for abstinence. In addition, topiramate has distinguished itself as a
second-line agent for AUD. All 3 medications cost less than 75 cents per day!
The use of such medications is gaining favor and emphasis nationally: “It would be considered a deviation from
standard to not offer or prescribe the medications above,” states the Proceedings. However, of the 2.8% of
RMHP members diagnosed with AUD, less than 8% were prescribed any effective medications in 2019-2020.
This is not due to lack of member adherence or ineffectiveness. The average number of fills ranges from 3 (oral
naltrexone) to nearly 6 (IM naltrexone), and some members filled prescriptions for each of these medications
every month over the last two years.
Finally, medications for opioid use disorder (OUD) have the most robust support. The most-studied medications
are methadone, which is administered only in methadone clinics when used to treat addiction, and
buprenorphine, which can be prescribed by any physician with a DEA waiver. Buprenorphine is most effective
at higher doses. Its NNT, in fact, lowers from 4 to 2 as dose increases from 4 mg qd to >16 mg qd
(TheNNT.com and Mattick 2014). Medications for opioid use disorder-- now often acronymized as MOUD
instead of MAT-- are also proven effective even for clients who do not engage in counseling, clients who use
other sedatives such as benzodiazepines, and people who relapse during buprenorphine treatment. MOUDs are
also cost-effective at improving the larger health care picture of people with OUD-- in one large study in
Vermont, pharmaceutical, primary care, and preventative health costs rose for people on MOUDs while
hospitalizations and ED use fell sharply. These medications are moderately priced-- 16 mg buprenorphine costs

$122 per month (goodrx.com) while daily dosing of methadone, which comes with a host of counseling and
adjunct services, costs $12-18 per day.
Takeaway points:
● Methadone and buprenorphine are highly effective for outpatient OUD treatment.
● Buprenorphine can be safely prescribed by primary care physicians for most people with moderate to
severe OUD.
● Medications for AUD are underutilized but moderately effective and should be considered in primary
care.
● There are no currently FDA-approved medications for stimulant use disorder.

Best First Drug for Hypertension
The Past: The American College of Cardiology/American Heart Association treatment guidelines of 2017
and the 2018 European Society of Cardiology Guidelines offer a wide range of pharmacological options to
treat hypertension, but offer little guidance on which specific first-line agent to initiate. Currently in the US,
ACE-inhibitors are used most often for initial monotherapy (48% of patients), followed by thiazide-like
diuretics (17%) dihydropyridine CCBs (eg amlodipine; 16%), ARB’s (15%) and non-dihydropyridine
CCBs (e.g. diltiazem; 3%).
Methods: This systematic, multinational large-scale LEGEND-HTN, analysis (Lancet 394; November 16,
2019) allowed comparative effectiveness and safety evaluations across many drugs and outcomes from
observational data. The authors utilized data from 4.9 million patients and generated 22,000 calibrated
hazard ratios that compared all classes of anti-hypertensives and outcomes across databases. This
methodology allows control for residual confounding and publication bias.
Results:
1) The authors report that the studies show generally comparable effectiveness between drug classes
across nine international health databases.
2) Effectiveness and safety benefits suggest initiating with a thiazide-like diuretic over an ACEinhibitor. For the combined primary outcome of myocardial infarction, hospitalization for heart failure
and stroke, thiazides conferred a significantly lower risk compared to ACE inhibitors (hazard ratio=0.8
for all outcomes).
3) Effective monotherapy with thiazides across the whole population could be substantial; if the 2.4
million ACE– inhibitor new users had started on a thiazide, more than 3100 major cardiovascular
events could potentially have been avoided.
4) The non-dihydropyridine CCBs significantly underperformed all of the classes.
5) Compared with ACE-inhibitors, thiazides were associated with significantly lower rates of adverse
safety outcomes.
Phil’s Take:
1) This LEGEND-HTN study is a massive data analysis that reveals real world outcomes on a grand scale.
Through an international network, LEGEND–HTN takes advantage of the disparate health databases
drawn from different sources across a range of countries and practice settings.
2) I did not see much press about this study when it was published 15 months ago. Nonetheless for me,
this study has game changer potential. For patients being started on monotherapy for their hypertension,
a thiazide is an evidence-based choice, if not otherwise contraindicated.

Emergency Contraception using IUDs
From neighboring Utah, a non-inferiority trial compared levonorgestrel versus copper intrauterine devices
for emergency contraception. In the modified intention to treat, pregnancy rates were 1 in 317(0.3%) in the

levonorgestrel group and 0 in 321(0%) in the copper IUD group. The results were consistent with noninferiority of the levonorgestrel IUD to the copper IUD. Adverse events resulting in participants seeking
medical care in the first month after IUD replacement were ~ 5% in both IUD groups. (NEJM 384; 4.
January 28, 2021)

Aspirin Use and Risk of Colorectal Cancer among Older Adults
Aspirin is recommended for the prevention of colorectal cancer (CRC) and CV events among adults aged
50-59 years who have a 10% or greater risk of a CV event in the next 10 years, are not at increased risk of
bleeding, have a 10 year life expectancy and are willing to take low-dose aspirin for at least 10 years
(USPSTF grade B). For those age 60-69 years of age, using the same criteria, the USPSTF
recommendation is a grade C.
So what about those of us who are 70 and over and didn’t plan ahead? The current recommendation by the
USPSTF for prophylactic aspirin for those 70 and over is a grade I (as in Insufficient). A new study from
Harvard (JAMA Oncology January 21, 2021) adds to the literature.
Methods: The authors conducted a pooled analysis of two large US cohort studies, The Nurses Health
Study and the Health Professionals Follow-up Study. A total of 94,540 participants’ ages 70 years or older
were included. The participants in these studies were overwhelmingly white (96%) and over two thirds
(71%) were women.
Results: 1431 cases of CRC were documented over 996,463 person-years of follow-up. After adjustments
for other risk factors, regular use of aspirin was associated with a significantly lower risk of CRC at or after
age 70 compared with non-regular use (hazard ratio, 0.80). The inverse association was evident only among
aspirin users who initiated aspirin use before age 70. In contrast, initiating aspirin use at or after 70 years
was not significantly associated with a lower risk of CRC.
Phil’s Take:
1) Substantial evidence suggests the benefits of aspirin for CRC requires at least 5 to 10 years of use.
2) Conflicting data come from the recent ASPREE RCT (19,114 healthy older adults) that showed after
4.7 years of follow-up, participants taking aspirin experienced higher all-cause mortality that was
largely attributable to death from cancer. However 89% of the participants in the ASPREE trial did not
regularly use aspirin before enrollment.
3) Confused? I am. The only clear conclusion in my mind is that it is not appropriate to initiate low-dose
aspirin therapy at age 70 or beyond and expect to experience a decreased likelihood of CRC.

Screening for Carotid Artery Stenosis
The USPSTF again (2021) recommends against screening for carotid artery stenosis in asymptomatic
patients. They rate this a D (as in Do Not do it) recommendation. Discourage patients from attending the
fly by night “preventive” screenings that come to town.

Non-surgical Management of Acute Appendicitis
Results from several large trials have generated robust evidence for effectiveness and safety for nonoperative management of uncomplicated appendicitis for both adults and children. The APPAC II trial
published (JAMA 325; 4. January 26, 2021) extended the evidence of effectiveness of antibiotics alone as
treatment for uncomplicated appendicitis. The objective of this study was to assess whether treatment with
oral antibiotics alone (7 days of oral moxifloxacin; n= 295) was non-inferior to the combination of
intravenous and oral antibiotics (2 days of intravenous ertapenem followed by 5 days of levofloxacin and
metronidazole; n=288) for treatment of adults with CT confirmed uncomplicated acute appendicitis.

Results: Both groups met the authors’ treatment success defined as discharge from the hospital without
surgery and no recurrent appendicitis during one year follow-up. The success rate was 70.2% for patients
treated with oral antibiotics and 73.8% for patients treated with intravenous followed by oral antibiotics.
This did not meet the authors’ pre-specified criteria for oral antibiotics being considered non-inferior, but it
is sure in the ballpark. In an associated editorial, the authors, surgeons from The Ohio State University
offer, “Non-operative management and surgery for the treatment of uncomplicated appendicitis should
both be offered as part of an informed decision making process in clinical care.”
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