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Our thanks goes out to David Scott, M.D. at the
Allergy and Asthma Center of Western Colorado
for authoring the following updates on asthma
care…
Trelegy Ellipta 200/62.5/25

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

We have previously not been able to utilize
Trelegy in asthma because, until now, it has only
been available in a 100 mcg/62.5mcg/25mcg
formulation (ie - only a medium dose of the
inhaled corticosteroid component, fluticasone
furoate 100 mcg daily, which is equivalent to
fluticasone propionate 250 mcg twice per day,
such as in Advair 250/50). A long-acting
muscarinic receptor antagonist (LAMA) is not
indicated in asthma until a patient has failed high
dose inhaled corticosteroid (ie - step 5 treatment),
which would be fluticasone furoate 200 mcg. Now
that Trelegy is available in the 200
mcg/62.5mcg/25mcg formulation, it finally makes
sense to consider Trelegy in severe asthma
requiring add-on LAMA and, as such, it has been
approved by the FDA for that indication.
In terms of the utility of LAMA in asthma, most
studies looking at LAMA added to ICS/LABA
show between 70 and 120 cc of FEV1
improvement. A few studies also show a mild
reduction in exacerbations. However, we don't
think of LAMA as offering the surefire results in
asthma that we typically see with ICS or LABA.
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Due to their cost, we strongly recommend asthma patients starting LAMA do so on a trial basis to determine
individual effectiveness. If the patient does not notice improvement with LAMA, then consider discontinuing it
from their regimen to avoid unnecessary costs. Unlike inhaled corticosteroids, no mortality benefit has been seen
with LAMA in asthma.
For patients who meet criteria for step 5 treatment and who respond to LAMA, then Trelegy is a reasonable one
puff daily option. At $650 per 30-day supply, it may be slightly more expensive than a piecemeal inhaler
combination such as AirDuo and Spiriva. However, the improved adherence with Trelegy's once daily
administration may outweigh that slight cost differential in some patients. Remember that the average adherence
for asthma inhalers range from 25-50% depending on the study, so decreasing a regimen from 3-6 puffs down to 1
puff daily may result in greater efficacy both due to pharmacologic and adherence related factors.
GINA 2019 UPDATE
The GINA (Global Initiative for Asthma) 2019 Guidelines have removed albuterol alone from asthma treatment
strategies for adults and adolescents (age 12-18 years) with mild intermittent asthma.
The GINA guidelines now recommend concurrent use of inhaled corticosteroid even in mild intermittent asthma.
The purpose of this is to attempt to treat underlying inflammation as opposed to just providing temporary
bronchodilation with albuterol. There are two options for achieving this in your adolescent and adult patients with
mild intermittent asthma. Option one is for an inhaled corticosteroid to be “symptom driven.” An example of this
would be to instruct a patient with mild intermittent asthma to use Asmanex 110 mcg 1 puff whenever their
albuterol is needed. The more albuterol they use, the more Asmanex they receive.
Option two may be less comfortable for some providers, but is clearly outlined as acceptable in the GINA 2019
guidelines for adolescent and adult population. This option is to use budesonide-formoterol (ie – Symbicort) offlabel to REPLACE albuterol. In this option, the patient uses Symbicort 80/4.5 or 160/4.5 two puffs as needed, just
as you would typically advise use of albuterol. It is anticipated Symbicort will try to gain FDA approval for this
“symptom driven” dosing strategy in the near future. This strategy has been readily adopted in several countries
but has been slower to take hold in the United States, likely in large part due to liability concerns in the context of
black boxed warnings for LABA’s. Most of us have it ingrained that ICS/LABA’s like Symbicort are not to be
used more than 2 puffs twice per day and that is going to be a big cultural change for providers.
At this time most asthma experts are still holding off on the as-needed use of ICS/LABA in children under age
12. For this population, the makers of Symbicort are expected to come out soon with a budesonide-albuterol
combination, which will alleviate those LABA-related concerns in younger patients.

TIME TO GET SMART
A similar trend in asthma management that is being implemented in mild to moderate persistent asthma in adults
and adolescents is a shift towards single maintenance and reliever therapy (SMART) strategy. An increasing
number of studies suggest SMART may be superior to conventional asthma management strategies. According to
the 2019 GINA report, in adults and adolescents with mild asthma, treatment with as-needed low dose ICSformoterol reduces the risk of severe exacerbation by about two-thirds compared with SABA-only treatment and is
non-inferior to daily low dose ICS.
In the SMART strategy of asthma management an ICS/LABA combination inhaler is used both for controller and
as-needed for breakthrough symptoms. When implementing a SMART strategy, it is important the ICS/LABA
include a fast-onset LABA, which would include Symbicort or Dulera, but not Advair or Breo, which contain
LABA’s with slower onset of action.
An example would be Symbicort 80/4.5 1 puff twice per day as a SMART “maintenance” regimen, with
instructions to use an additional 2 puffs of Symbicort 80/4.5 as needed up to 8 puffs total per day (some studies do

not have an upper limit to puffs per day, but given LABA’s spotty history and black box warning, many providers
still limit the number of puffs per day at this time).
In most studies, individuals utilizing SMART strategy have better control and, in the long run, use less inhaled
corticosteroid. Below are some good references if you want to read more.
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Medication Misadventures:
In October we presented the case of Polly Farmasee, a 68 year old female with syncope, diarrhea, and abnormal
ECG. Her meds included moxifloxacin, isosorbide mononitrate, ASA, HCTZ, lisinopril, fish oil, citalopram, and
donepezil. ECG showed PVC’s and a prolonged QTc interval (the “one other finding” now revealed). What’s
going on?
This lady is taking no fewer than 3 drugs well known to prolong the QTc interval along with the aggravating factor
of hypokalemia, and has likely experienced episodes of torsades de pointes (TdP) causing cardiogenic syncope.
 Donepezil has been associated with prolonged QT syndrome, TdP, and has been implicated in falls in
multiple case reports. Jackson and Stowe (Lesson of the month 1: Prolonged QT syndrome due to
donepezil: a reversible cause of falls? Clinical Medicine 2019, Vol. 19) reported an independent 83 yearold female that presented to the ED with hip pain after she fainted and fell. X-ray revealed a broken femur.
ECG showed a QTc interval of 638 ms (ULN for females is 460 ms). Her donepezil was discontinued and
10 days later her QTc was down to 436 ms and she reported resolution of the syncopal episodes. Donepezil
has been elsewhere associated with bradycardia, dizziness, AV and SA node block. Given the modest (at
best) cognitive benefits and the fall risk elderly folks already have, it’s wise to consider cardiac side effects
before prescribing.
 Citalopram is also associated with prolonged QTc and TdP, more than most other antidepressants (along
with its s-isomer, escitalopram).
 Moxifloxacin is the quinolone with the highest risk of TdP (grepafloxacin had greater risk but was taken off
the market because of it).
Any one of these drugs alone can (rarely) cause cardiogenic syncope due to TdP or other arrhythmias, but
combined along with the diuretic dramatically increased Ms. Farmasee’s risk of this otherwise rare adverse event.
Tune into December’s issue for another Medication Misadventure!
We end with a new contraceptive – Phexxi
Just launched in September, Phexxi is an intravaginal gel containing sperm-motility reducers lactic acid, citric
acid, and potassium bitartrate (lowering the pH provides an inhospitable environment for sperm). It’s used ondemand immediately prior to, or up to 1 hour prior to sex. Phexxi doesn’t work if applied after intercourse.
Advertised as pHINALLY a non-hormonal contraceptive, pHABULOUS for the “millions of women who’ve said
enough is enough to hormones…”
It was approved based on one study in 1,182 women aged 18-35. Subjects agreed to engage in heterosexual
intercourse at least three times per cycle (21-35 days) for 7 cycles, and use Phexxi as the only method of
contraception for the duration of the study.
Results: the cumulative pregnancy rate over the 7 cycles (typical use) was 13.9%. This compares to barrier
methods (failure rates of 13-21%) and is less effective than IUD’s (<1% failure) and hormonal contraceptives (47% failure).

 Side effects include vulvovaginal burning (18%) and pruritus (14%), UTI (9%), and male partner
burning/irritation (10%).
 Cost is about $285 for 12 pre-filled applicators, with a GoodRx coupon.
 Clinical trials are ongoing to assess efficacy in preventing chlamydia and gonorrhea infections.
 The manufacturer, Evofem, is trying to get Phexxi to be covered under the Affordable Care Act (ACA), citing
the unique mechanism of action. If successful, insurance companies will have to cover Phexxi for $0.
Steve’s take: Heavily advertised and predicted to exceed $500 million in sales next year, Phexxi is probably best
used in addition to other contraceptive methods, such as condoms, due to so-so efficacy. Cost is another concern,
which may be totally borne by insurers if ultimately covered under the ACA.
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