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What’s the role of the
anti-virals in seasonal influenza?
My short answer…rare role in certain niches.
Clinical Scenarios to Consider Treatment of
influenza:

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

 Hospitalized patients, particularly severely
ill patients with pneumonia, asthma or
COPD exacerbation.
 High-risk outpatient severely
immunosuppressed or pregnant patients.
 Most healthy influenza patients do not
warrant anti-viral therapy.
 There is conflicting evidence is to whether
oseltamivir (Tamiflu) or baloxavir
(Xofluza) reduce the risk of pneumonia or
hospitalization.
 Recall that both oseltamivir or baloxavir
reduce flu symptoms by about a day, if
started within 48 hours of symptom onset.

Antibiotics do

NOT

help
acute bronchitis

ß-blockers in
post-MI
save
lives

Clinical Scenarios to Consider Prevention of
influenza:


In general restrict use of antiviral
prophylaxis for outbreaks in nursing
homes or jails or for patients who are
immunosuppressed.

on the

Generic Marquee

Pill splitters save
BIG

Advairfluticasone/salmeterol
or Wixela Inhub
Eliquisapixaban
Lyricapregablin
Aprisomesalamine ER capsules
Nuvaringetonogestrel & EE ring

 Look for baloxavir be to be approved for prevention based on a study (New England Journal of
Medicine 2020; 383 (4): 309–320) that showed that baloxavir reduced the likelihood of clinical
influenza in household members where one other member of the household had influenza.
(NNT=9) (cost to prevent one case of flu is ~$1400)
 Oseltamivir works prevention-wise as well and has a longer track record than baloxavir. There are
no head to head comparisons of the two drugs in prevention.
Oseltamivir
BID orally x 5 days
Dosing
Common: Lots of GI sx
Side effects
Serious: delirium
Can give to pre-term infants
Peds
and older
Long track record
Prevention
$25-$45
Cost*/ course
*GoodRx on 10/15/2020

Baloxavir
Single one time oral dose
Common: GI, but less than
oseltamivir
12 years and older
Not currently approved
$155

Phil’s Take:
 The effect size, if any, for oseltamivir preventing hospitalizations and deaths is modest.
 In the Capstone-1 Study, baloxavir was associated with more rapid declines in infectious loads (24
hours) than oseltamivir (72 hours) or placebo (96 hours).
 Most healthy influenza patients do not warrant anti-viral therapy.
 Two credible studies indicate that physicians frequently prescribe oseltamivir later than is clinically
indicated. There is strong evidence that neither of these drugs is effective if initiated beyond 48
hours of onset of symptoms.
 There is no evidence that these antivirals are effective against COVID-19.

“D” for “Depression” ?
In the ongoing effort to invent a use for supplemental vitamin D for those not deficient in this fat soluble vitamin,
and assuming a correlation between low vitamin D levels and risk of depression later in life, Okereke et al tested
the hypothesis that giving vitamin D to older adults would result in lower rates of depressive symptoms. (Okereke,
et al. Effect of Long-term Vitamin D3 Supplementation vs Placebo on Risk of Depression or Clinically Relevant
Depressive Symptoms and on Change in Mood Scores: A Randomized Clinical Trial. JAMA. 2020 Aug
4;324(5):471-480.)
 The study: This is an ancillary study (VITAL-DEP) to VITAL, the Brigham and Women’s hospital study
evaluating the benefits of supplementation with vitamin D and omega-3 fatty acids on the primary
prevention of heart disease, cancer, and stroke. VITAL-DEP includes 18,535 patients (all over 50 years of
age). 16,657 were at risk for incident depression but with no history, and 1,696 had depression history but
no treatment for 2+ years.
 The primary outcomes studied were clinically relevant depressive symptoms and difference in mood scores.
They used the PHQ-8, a 24-point scale with 0.5 difference being clinically significant. Treatment duration
averaged 5.3 years with 90% completion rate.
How did they fare? Let’s just say the search for another disease for vitamin D isn’t over. The placebo group
showed a 13.3/1000 patient-year risk of depression or depressive symptoms, compared to 12.9/1000 patient-years
with vitamin D, an NNT of 2,500 for 5.3 years.
Verdict: outlook not so good
As Dr. Mohler lamented previously with conflicting results on fracture prevention, “oooh, for a case of rickets!”

Still looking…
For those unimpressed with the spectrum of disease that supplementation with vitamin D can treat, you might
consider your next patient with benign paroxysmal positional vertigo (BPPV). A small Korean study by Jeong et al
recently published in Neurology (Prevention of benign paroxysmal positional vertigo with vitamin D
supplementation: A randomized trial. Neurology. 2020 Sep 1) showed some promise, albeit with many
methodological flaws. The trial evaluated recurrence of BPPV in 1,050 patients, roughly split between treatment
with vitamin D (400 units) + calcium (500 mg) for 1 year if vitamin D levels fell below 20 ng/mL, vs. observation
(no placebo, no monitoring). This was after successful canalith repositioning procedure.
The treatment group experienced 0.83 recurrences of vertigo per person-year vs. 1.1 in the observation group, an
absolute difference of 0.27 events. This equates to an impressive NNT of 3.7. Problems with the study include no
placebo group, no double blinding, muddy details on how randomization was performed, and they lost 36% of the
vitamin D patients to follow up. Despite this, it raises the question of possible benefit in select patients, and further
study with better design is probably warranted.
Verdict: Maybe. It’s cheap and worth further study.

Medication Misadventures:
Steve’s Case of the Month
Polly Farmasee is a 68 year old female seen today in the urgent care clinic complaining of several recent syncopal
episodes, diarrhea, and episodes of feeling lightheaded. This all began last week and has been getting worse.
Medical history includes depression, mild cognitive impairment that could be early Alzheimer’s, coronary artery
disease manifested as mild stable angina, and hypertension. She reports no angina pain in the past month.
She has a mostly resolved sinus infection that was treated with a 10 day course of Avelox (moxifloxacin) and she’s
on day 8. Her chronic medications include daily low dose aspirin, isosorbide mononitrate 40mg QD,
hydrochlorothiazide 25mg QD, lisinopril 10mg QD, fish oil capsules, citalopram 40mg QD, and donepezil 10mg
daily.
Vital signs and labs are WNL except for serum potassium of 3.0 mEq/L. BP today is 128/78 and no postural
changes are evident.
An ECG reveals premature ventricular contractions (PVC’s) along with one other significant finding. What’s likely
going on here and which drug(s) are the offenders?
Another expensive way to treat Rosacea approved
In case you were looking for another expensive rosacea product, you’re in luck. Zilxi is the first minocycline foam
to hit the market and represents a very expensive topical form of this old drug with questionable efficacy. Menlo
Therapeutics calls it a “turning point” for the treatment of rosacea, but I’m not convinced.
Cost is about $500 (with a GoodRx coupon) for a 30 gram bottle that may not last all month.
Clinical trial data come from two trials with 1,522 patients. Each was 12 weeks, randomized, double blinded, and
compared Zilxi to no treatment (placebo foam). At baseline, 87% of participants had an investigator global
assessment (IGA) score of 3 (moderate) with the remainder considered severe (IGA of 4).
Primary endpoints were absolute reduction in inflammatory lesion count and proportion of participants reaching
IGA of 0 or 1 (clear or almost clear). Both endpoints were statistically met, but the clinical difference from placebo
was very modest.
 In Trial 1, 52.1% reached IGA success on treatment, vs. 43% on placebo, a treatment difference of 9%. The
NNT of 11 means it costs $16,500 to get one patient “clear or almost clear” vs placebo at 12 weeks.
 Inflammatory lesion count was reduced by 17.6 on treatment, vs. 15.4 on placebo. Baseline lesion count was
29.4, so 12 weeks with a $500/month prescription reduced the count by 2.2 lesions. That’s $681 per lesion.
There are other options for rosacea that warrant caution for the price-aware. Noritate (metronidazole cream) is a
whopping $2,000 per 60 gram tube, even with a GoodRx coupon. A bottle of metronidazole lotion can be had for
less than $100. Oral Oracea (doxycycline) is also very expensive. Even the generic can be over $500 a month,

about half that with a coupon. Regular generic doxycycline is very inexpensive and represents a reasonable
alternative.
Verdict: another “Z drug” that under-impresses. Consider other options (cautiously).
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