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Publisher’s Note

THE RESULTS OF A RECENT report published in Annals of 
Internal Medicine highlight the disparities that plague the 
US health care system. The analysis found an estimated 1.3 
million US adults with diabetes rationed their insulin in the 
past year by delaying prescription refills, skipping doses, or 
using smaller doses. This number represents 16.5% of indi-
viduals who use prescribed insulin.

Insulin rationing is dangerous because it can lead to dia-
betic ketoacidosis. Rationing of insulin occurred in 15% of 
low-income individuals and 20% of middle-income indi-
viduals who took part in the research compared with 11% 
of high-income participants. There was also a racial discrep-
ancy, with 23% of Black participants rationing their insulin 
compared with 17% of Hispanic or White individuals.

High co-pays drove rationing, with uninsured individu-
als rationing more frequently (29%) compared with 19% of 
those with private insurance, 14% of Medicare recipients, 
and 12% of Medicaid recipients. The report was based on 
data from a Centers for Disease Control and Prevention 
health research project in which investigators studied a 
nationally representative sample of 982 adults with diabetes 
who use insulin.

The pharmacy profession should take every opportunity 
to examine barriers to health care access and the causes of 
such disparities and produce practical solutions to address 
this public health problem. Pharmacy Times® recently 
reported on study results showing that Black patients have a 
greater risk of all-cause mortality from diabetes and stroke 
and face disparities in heart failure treatment and receiving 
COVID-19 booster vaccines. We will continue to bring 
pharmacists the latest news on this important topic.

Meanwhile, we hope you find this issue valuable. Our 
Cover Feature looks at the common cold vs COVID-19. Other 
articles address treating children with diabetes, soothing a 
sore throat, and immunizing older patients.

As this year ends, we look forward to 2023 and continuing 
to bring pharmacy professionals the news and resources 
they need to deliver outstanding care to patients. Have a 
happy holiday season and a healthy and safe new year!

REFERENCE
Gaffney A, Himmelstein DU, Woolhandler S. Prevalence and correlates of 
patient rationing of insulin in the United States: a national survey. Ann Intern 
Med. 2022;175(11):1623-1626. doi:10.7326/M22-2477

Insulin Rationing Highlights 
Health Care Disparities

MIKE HENNESSY JR
President & CEO
MJH Life Sciences®
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Biologics License Applications, Biosimilars, Generics, and New Drug Applications

Drug name Indication Manufacturer Date 
approved

Tenofovir alafenamide (Vemlidy) Indicated as a once-daily treatment for chronic hepatitis B virus 
infection in patients 12 years and older with compensated liver 
disease.

Gilead 11/2/22

Cemiplimab-rwlc (Libtayo) Indicated in combination with platinum-based chemotherapy for the 
first-line treatment of adult patients with advanced non–small cell lung 
cancer with no EGFR, ALK, or ROS1 aberrations.

Regeneron 11/8/22

Brentuximab vedotin (Adcetris) Indicated for the treatment of pediatric patients 2 years and older 
with previously untreated, high-risk classical Hodgkin lymphoma 
as a combination therapy with doxorubicin, vincristine, etoposide, 
prednisone, and cyclophosphamide.

Seagen 11/10/22

Tremelimumab-actl (Imjudo) 
plus durvalumab (Imfinzi) and 
platinum-based chemotherapy

Indicated for the treatment of adults with metastatic non–small cell lung 
cancer without sensitizing EGFR mutation or ALK aberrations.

AstraZeneca 11/11/22

Teplizumab-mzwv (Tzield) Indicated to delay the onset of stage III type 1 diabetes in adults and 
pediatric patients aged 8 years and older who currently have stage II 
type 1 diabetes.

Provention Bio 11/17/22

Etranacogene dezaparvovec 
(Hemgenix)

Indicated for the treatment of adults with hemophilia B (congenital 
Factor IX deficiency) who use Factor IX prophylaxis therapy or have or 
have had life-threatening hemorrhage, or who have repeated, serious 
spontaneous bleeding episodes.

CSL Behring 11/22/2022

FOR THE FULL FDA APPROVALS LIST, GO TO PHARMACYTIMES.COM
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AFTER HOURS™

Meditation and Reading
Abdelaziz Mohamed, MD, discusses his meditation 
practice, the benefits of meditation, and the books he is 
reading and planning to read.

TO WATCH: http://bit.ly/3FZISpQ

WELLBEING CHECKUP™

Ways to De-stress
Audrey Friedman, RN, CLNC, oncology nurse at UCHealth 
University of Colorado Hospital, shares how she found 
her techniques to de-stress after a shift at the hospital. 
She also provides advice to other health care workers for 
finding their own methods to center themselves.

TO WATCH: http://bit.ly/3WNXlev

MEDICAL ECONOMICS ® PULSE™

2022 Physician Report
Medical Economics® host Christopher Mazzolini sits down 
with L. Allen Dobson Jr, MD, to discuss the results of the 
93rd annual Physician Report, an exclusive survey covering 
physician salaries, malpractice costs, and other key trends.

TO WATCH: http://bit.ly/3WV2Bx4

Medical World News™ is a first-of-its-kind, 24-hour 
online program for health care professionals, by 
health care professionals. The site provides video 
editorial content on a variety of cutting-edge topics 
delivered through a livestream and is available on 
demand for all health care stakeholders, offering the 
latest news and information in an easily digestible, 
one-stop-shop format.

FOR MORE VIDEOS, GO TO MEDICALWORLDNEWS.COM
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Editor’s Note

“CASH IS KING IS A PHRASE” often used to imply that assets such as 
bonds, ownership in a business, and real estate are nice to have 
but cash is ultimately necessary to buy goods and navigate life. 
Similarly, community pharmacies run on personnel. It is nice to 
have electronic prescriptions, machines that fill prescription bot-
tles, patient-texting applications, safety systems that help prevent 
mistakes, and well-stocked OTC aisles. But the individuals who use 
such utilities ultimately make a community pharmacy.

I was a floating pharmacist for 20 years and worked in more 
than 100 locations with identical hardware, software, and standard 
operating procedures. Each location’s work effectiveness and expe-
rience were determined almost exclusively by the team members 
with whom I worked on a given day.

The Retail Pharmacy Business Is Dying
By 2025, 90% of all prescription fills will be for nonbranded gener-
ic drugs, accounting for just 7% of total drug spending in the coun-
try.1 Without a dramatic shift in the specialty and specialty-lite 
marketplace, several community pharmacies (or the majority of 
them) will dispense only generic medications. The average gross 
cost and reimbursement for prescription fills will likely plummet 
as branded drugs cease to exist, yielding to specialty categoriza-
tion. Fundamentally, a shift toward an average cost of less than 
$20 with an inventory cost of less than $100,000 means that retail 
pharmacy is dying as a business model. Fortunately, the health 
care services pharmacy model is rising.

COVID-19 Services Drive the New Pharmacy 
Business Model
Profit and loss statements, balance sheets, and community per-
ceptions of what pharmacies are and what they do changed dra-
matically during the past 2 years. The health care setting of choice 
for immunizations and point-of-care testing has become the local 
pharmacy. The place to go when all others have closed for conve-
nient care services is the local pharmacy. And increasingly, the 
local pharmacy will be the place where patients receive primary 
care. The Little Clinic, VillageMD, Walmart Health, and other colo-
cated primary care strategies, have been added to the first-of-their-
kind MinuteClinic convenience care and HealthHUB deployments. 
Thousands of pharmacies are prescribing medications because of 
policy changes and collaborative practice agreements with onsite 
or near-site primary care facilities and other team members. The 
new business model  is coming, and community pharmacy can 
scale more quickly than any other profession or care setting.

What 
Walgreens Now 
Understands, 
Mark Cuban 
Misses (for the 
Time Being)
For Almost Half a Century, the 
Pharmacy Business Pulled Away 
From Serving Patients Into 
Retailing, Spreadsheet Wars; 
COVID-19 Changed the Game
By TROY TRYGSTAD, PHARMD, PHD, MBA,  
PHARMACY TIMES® EDITOR IN CHIEF

TROY TRYGSTAD, PHARMD, PHD, MBA, is the executive 
director of Community Pharmacy Enhanced Services Network 
USA, a clinically integrated network of more than 3500 
participating pharmacies. 

AUTHOR BIO
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Pharmacies Must Adjust to Lower 
Demand for Prescription Fills
Profits from the sale of behind-the-counter 
prescriptions will decrease in the not-so-distant 
future, and community pharmacies will fill 
prescriptions as a means of engaging patients 
more effectively and successfully in services 
delivery and associated products in front of the 
counter. The battle over the $5-or-less item will 
be reduced to a game of who can sell the candy 
bar cheaper. Walmart’s $4 list strategy has lasted 
nearly 2 decades. Yes, there is a segment of the 
marketplace where GoodRx and billionaire Mark 
Cuban’s Cost Plus strategies take advantage 
(to the patient’s benefit, no doubt, but that is 
likely to represent just a small percentage of 
prescription fills in the future.

Mail Order Pharmacies Work Best for 
Patients With Low Risk of Poor Outcomes
I have had a high-deductible health plan for 
more than a decade for my family of 5, and I 
cannot recall a single time when my employer’s 
plan reduced the out-of-pocket cost for one of 
our prescriptions. We are fortunate to not have 
major chronic illnesses, and although we use a 
community pharmacy for prescription fills, we 
would likely do fine with a mail order pharmacy. 
However, other patients such as my parents and 
neighbor need a community pharmacy. Twenty 
percent of Americans represent 70% of spending 
on health conditions and 82% of prescription 
fills.2 They need community health care pro-
viders to make sure their drug regimens work 
together and are continually adjusted, updated, 
and administered correctly and on time.

Consequences of Eliminating Care 
Delivery From Pharmacies
Reducing community pharmacy to a retail estab-
lishment that sells drugs like they are candy bars 
has profound consequences on a community’s 
well-being, not just in terms of health care 
but also economic health (especially in rural 
and urban locations) and sense of community. 
Healthy individuals with healthy relatives may 

dismiss the importance of a community phar-
macy presence, but individuals with disease and 
their caregivers know that losing a pharmacy is 
incredibly disruptive and unhealthy for all in its 
proximity.

Reinvestment in Human Capital Toward a 
Service Model May Be a Turning Point
Let’s go back to human capital. Walgreens’ recent 
press release announcing the removal of task-
based performance metrics for its pharmacists’ 
rote prescription fills is significant. The com-
pany that employs approximately 10% of the US 
pharmacist workforce just told the world, “The 
change in approach to talent management comes 
as Walgreens is laying the groundwork for new 
areas of pharmacist care, such as testing and 
[managing] routine illnesses. Moving forward, 
pharmacy teams will be evaluated solely on the 
behaviors that best support patient care and 
enhance the patient experience, in line with the 
company’s core values.”3

In combination with CVS’ press release pro-
moting point-of-care testing, condition and 
drug regimen evaluation, and prescription of 
Paxlovid,4 this move indicates that times really 
are changing.4 Savvy businesspersons should 
take note and do what entrepreneurs do best: 
evolve with the marketplace. ■
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News From PharmacyTimes.com

Study: States Should Adopt 
a Multifaceted Approach to 
Containing Hospital Costs

STATES MUST HAVE A multifaceted approach to containing 

hospital costs rather than depend on market competition or 

the rollout of price transparency, according to the results of a 

new study published in BMC Health Services Research.

Despite having highly advanced medical technology and prac-

tice, the United States has the highest health care expenditure 

per capita in the world. In 2019, US health care spending reached 

$3.8 trillion, or 17.7% of the gross domestic product.

The health care system has also not improved costs for 

employers, individuals, individual care outcomes, or population 

health, the analysis shows.

Individuals have noted that a potential remedy for these 

problems may be reducing health care costs, because access and 

quality are impeded by high, opaque costs.

Public reporting and price transparency are considered effec-

tive tools to reduce health care costs. They mitigate information 

asymmetry in the market as payers incorporate publicly avail-

able information mandates into pay-for-performance programs 

and value-based purchasing, according to investigators. Because 

of this, hospitals have faced growing pressure to provide price 

transparency, but the effectiveness of public reporting still has not 

been well understood. To investigate this issue further, investiga-

tors analyzed the impact of transparency policy and competition on 

hospital costs by taking the state operations of all-payer claims 

databases (APCDs) as a case of interest.—Aislinn Antrim

Initiation of ART Reduces Number 
of Active HIV-Infected Cells
THE ADMINISTRATION OF 3BNC117 with the initiation of 

antiretroviral therapy (ART) can help reduce the number of 

transcriptionally active HIV-infected cells and result in a fast-

er decay of plasma HIV RNA and increased HIV CD8-positive 

T-cell immunity compared with ART alone, the results of a 

study published in Nature Medicine showed. 

The findings were consistent with other observations of broadly 

neutralizing HIV-1 antibody (bNAb) administration during ART 

interruption, and this could accelerate reservoir decay, investiga-

tors said. Additionally, they found that the coadministration of 

3BNC117 with or without romidepsin at ART initiation led to pro-

longed ART-free control during treatment interruption, specifical-

ly for individuals whose pre-ART viruses were sensitive to bNAb.

Study participants were randomly assigned into 4 groups con-

sisting of a 1:1:1:1 ratio, including ART alone, ART and romidepsin, 

ART and 3BNC117, or all 3 treatments. Investigators screened indi-

viduals within 4 weeks before the baseline visit at day 0 and fol-

lowed them until day 365 of ART or longer if they chose to enroll in 

the 12-week study. All individuals 18 years or older were ART-naïve 

with a confirmed HIV diagnosis and a CD4-positive T-cell count of 

more than 200 cells/mm3 at screening.

Recruitment took place between January 16, 2017, and March 3, 

2020, with the last follow-up occurring on July 17, 2021. Individuals 

who had the lowest pre-ART plasma HIV RNA levels experienced 

suppression within 7 to 17 days after initiation of ART, although the 

suppression was not always sustained after 365 days of therapy, 

according to investigators.—Ashley Gallagher

Mindfulness-Based Stress Reduction 
Helps Manage Anxiety Disorders
THE RESULTS OF A randomized clinical trial published in 

JAMA Psychiatry indicate that a guided, mindfulness-based 

stress reduction (MBSR) program may be as effective as 

escitalopram for patients with anxiety disorders. The data were 

released shortly after the US Preventive Services Task Force 

recommended screening for anxiety disorders because of their 

high prevalence.

“Our study [results] provide evidence for clinicians, insurers, 

and health care systems to recommend, include, and provide 

reimbursement for mindfulness-based stress reduction as effective 

[management] for anxiety disorders, because mindfulness medi-

tation currently is reimbursed by very few providers,” first study 

author Elizabeth Hoge, MD, said in a statement. Hoge is director of 

the Anxiety Disorders Research Program and associate professor in 

the Department of Psychiatry at Georgetown University School of 

Medicine in Washington, DC.

“A big advantage of mindfulness meditation is that it doesn’t 

require a clinical degree to train someone to become a mind-

fulness facilitator,” Hoge said. “Additionally, sessions can 

be done outside of a medical setting, such as at a school or 

community center.”

Anxiety disorders include generalized anxiety, social anxiety, 

panic disorder, and fear of certain places or situations, including 

crowds and public transportation. These disorders contribute to an 

increased risk of disability, distress, and suicide and are common-

ly managed in psychiatric clinics.

Prescribed medications for anxiety disorders can be effective. 

However, many patients have difficulty gaining access to these 

drugs, do not respond to them, or find adverse effects to be a bar-

rier to adherence. Standardized mindfulness-based interventions 

such as MBSR can lower feelings of anxiety. 

However, previous studies have not compared these interven-

tions to effective antianxiety drugs.

The clinicians recruited 276 patients between June 2018 and Feb-

ruary 2020 from 3 hospitals in Boston, Massachusetts; New York, 

New York; and Washington, DC, and randomly assigned them to 

either escitalopram or MBSR. 

MBSR was offered weekly for 8 weeks via 2.5-hour in-person 

classes, a daylong retreat weekend class during the fifth or sixth 

week, and 45-minute daily home practice exercises.

Symptoms of anxiety were assessed at enrollment and at 

completion of the intervention at 8 weeks, along with posttreat-

ment assessments at 12 and 24 weeks after enrollment. 

For the blinded assessments, trained clinical evaluators did not 

know whether the patients they were measuring received the drug 

or MBSR.—Jill Murphy

FOR REFERENCES, GO TO PHARMACYTIMES.COM/PUBLICATIONS
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Like the common cold, COVID-19 is a conta-
gious respiratory disease caused by infection 
with a virus. These viruses spread through 

respiratory droplets released as individuals 
breathe, cough, sneeze, or speak. They can then 
land in the mouth or nose or be inhaled by some-
one in proximity. These viruses may also spread by 
individuals touching an infected surface and then 
touching their eyes, mouth, or nose.

Similar Symptoms Often Make It Difficult 
for Patients to Tell the Contagious 
Respiratory Conditions Apart
By JKATHLEEN KENNY, PHARMD, RPH
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It Is a 
Common Cold, 
Not COVID-19
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The common cold is most often caused by the rhinovirus, 
whereas COVID-19 is caused by SARS-CoV-2. Because these 
viruses commonly affect the same areas, the illnesses can 
result in many of the same symptoms. However, patients 
should be aware of key differences.

SYMPTOM ONSET
Infection from a virus is followed by an incubation period. 
During this time, the patient does not show any signs or 
symptoms of infection. This is a key difference between 
the common cold and COVID-19. Symptoms of the com-
mon cold usually appear 1 to 3 days after exposure to a 
cold-causing virus, whereas COVID-19 symptoms usually 
appear in 2 to 14 days following exposure to SARS-CoV-2.

The common cold and COVID-19 have many symptoms 
that overlap (Table1,2). These symptoms primarily include 
body aches, cough, runny nose, and sore throat. But some 
symptoms apply only to COVID-19.

Loss of smell and/or taste is a common warning sign 
of COVID-19 infection. This is especially true if a patient 

has this symptom without a runny or stuffy nose. Another 
symptom more common to COVID-19 infection than the 
common cold is diarrhea.

TESTING
A crucial tool to use this year is the COVID-19 test. These 
tests are affordable and may be fully covered by insurance. 
If patients are feeling unwell and suspect they have COVID-
19, they can perform a test at home in minutes. By doing so, 
they can have a definitive answer without leaving home and 
risking infecting others.

If a patient attains a negative test result for COVID-19 and 
symptoms persist, they should be referred to a health care 
provider. There may be underlying issues that have yet to 
be diagnosed.

TREATMENT
As we know, there is no cure for the common cold. Fluids, 
rest, and OTC medications to subdue symptoms are 
the best treatments.

TABLE. Symptoms of Common Cold and COVID-191,2

Symptom Common cold COVID-19

Chills Rare Common

Confusion Rare Sometimes (in older patients)

Cough Common Common (dry)

Diarrhea Rare Sometimes

Dizziness Rare Common

Fever Sometimes Common

Headache Rare Common

Muscle aches Sometimes Common

Nausea/vomiting Rare Sometimes

New loss of smell/taste Sometimes (with stuffy nose) Common

Runny/stuffy nose Common Common

Shortness of breath Sometimes Common

Sore throat Common Common

Sneezing Common Rare

Tiredness Sometimes Common
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Fortunately, medications for COVID-19 can sig-
nificantly decrease the chance of severe illness 
and/or hospitalization. These medications include 
molnupiravir (Lagevrio) from Merck and Ridgeback 
Biotherapeutics as well as nirmatrelvir/ritonavir 
(Paxlovid) from Pfizer.

STAYING HEALTHY
The best way to prevent infection from COVID-19 
is to be vaccinated against it, although individ-
uals who are fully vaccinated can still become 
infected. Unfortunately, there is no vaccine 
for the common cold.

Other strategies to avoid contracting  
COVID-19 and the common cold include 
the following:

•  Avoid close contact with individuals 
who are sick.

•  Avoid transferring germs to the eyes, nose, and 
mouth by keeping hands away from the face.

•  Clean and disinfect objects and surfaces 
that may be contaminated with these 
viruses. These include doorknobs, light 
switches, and phones.

•  Cover the mouth and nose with a tissue when 
coughing or sneezing and immediately throw 
the tissue away.

•  Eat for immunity. It is important to eat healthy 
foods that support the immune system. 
These include citrus fruits; herbs and spices; 
mushrooms; prebiotics such as apples, 
bananas, garlic, and onions; and probiotics 
such as fermented foods and yogurt.

•  Wash hands often. Scrub hands, including 
between fingers and under nails, with soap and 
water for at least 20 seconds.

•  Use hand sanitizer if soap and water 
are unavailable.

BEWARE THE WINTER MIX
Winter is the prime cold, COVID-19, and flu sea-
son, because these viruses survive better and are 
more transmissible in cool, dry air. Additionally, 
individuals are more likely to be indoors 
and closer to others.

PHARMACISTS’ ROLE
Pharmacists can determine whether patients 
should perform a COVID-19 test, encourage them 
to take measures to reduce the spread of the com-
mon cold and COVID-19, help them stay up to 
date on their vaccinations, and help them choose 
OTC medications to help relieve symptoms. 
Recommending a vaccine or arranging for patients 
to get COVID-19 tests that are covered by insur-
ance can make a significant difference in reducing 
spread of the virus. ■

REFERENCES
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The common cold is most often 
caused by the rhinovirus, whereas 
COVID-19 is caused by SARS-CoV-2.
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PHARYNGITIS, COMMONLY KNOWN AS A SORE THROAT, can negatively affect 
productivity and quality of life depending on the cause and severity of 
discomfort and pain. For individuals experiencing a sore throat, find-
ing immediate relief is a top priority. Identifying the underlying cause 
is also important to determine the best treatment.

Pharmacists can guide patients in the proper selection of OTC prod-
ucts to relieve sore throat pain. They can also help ascertain whether 
self-treatment is appropriate and direct patients to seek further medi-
cal evaluation and care when warranted.

Patients complaining of a sore throat may present with symptoms 
such as difficulty swallowing and dry or scratchy sensation, irritation, 
pain, swelling, or tenderness in the throat.1 Patients may also experi-
ence erythematous and/or swollen tonsils, fever, headache, a general 
feeling of malaise, and white patches in the throat or tonsils.1

The CDC indicates that most sore throats are caused by bacterial or 
viral infections.2 Data show an estimated 50% to 80% of sore throats 
are viral.3 Examples of other causes are allergies and chronic postnasal 
drip; excessive coughing and/or voice straining; exposure to environ-
mental irritants such as chemicals, pollution, or smoke; gastroesopha-
geal reflux disease; mononucleosis; strep throat; and tonsillitis.2,3

RECENT NEWS
Research shows that sore throat is also associated with COVID-19 
infection. Recent findings from the ZOE Health Study—a joint effort by 
investigators at Massachusetts General Hospital, Stanford University 
School of Medicine, the Harvard T.H. Chan School of Public Health, 
King’s College London, and the health application ZOE—indicated that 
sore throat is becoming a dominant symptom of COVID-19 infection, 
with fever and loss of smell becoming less commonly reported symp-
toms.4 For this study, investigators developed the COVID-19 symp-
tom study app, which is part of the world’s largest COVID-19 study. 
Throughout the pandemic, investigators have used data from the app 
to track changes in symptoms.

Study results published in the journal Diagnosis indicated that the 
epidemiological burden of throat symptoms has significantly changed 
since the advent of Omicron variant, with a lesser risk of chemosen-
sory dysfunction and a greater risk of throat involvement.5 Additional 
study results in the Journal of Internal Medicine showed that the 
Omicron variant predominantly affects the upper airways and causes 
acute laryngitis without olfactory dysfunction.6

SELF-TREATMENT
Treatment for sore throat is contingent on cause, patient medication 
profile, and medical history. Although most mild to moderate sore 

Educate Patients 
on Soothing Sore 
Throats, When to 
Seek Medical Care
When Used as Directed, 
Nonpharmaceutical Products 
Provide Swift Relief, but Patients 
With Persistent or Severe Pain 
Should See a Physician
By YVETTE C. TERRIE, BSPHARM, RPH
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throats resolve without management, several 
OTC products are marketed for the relief of sore 
throat pain. These products may contain a local 
anesthetic such as benzocaine or dyclonine 
hydrochloride, which provide temporary relief.7 
Nonprescription products are formulated as 
lozenges, throat drops, and throat sprays and 
may be used every 2 to 4 hours as needed. Some 
products contain local antiseptics, such as 
cetylpyridinium chloride, hexylresorcinol, cam-
phor, and menthol.7

During counseling, pharmacists should 
remind patients with a history of allergies to 
local anesthetics to avoid products that contain 
benzocaine or other local anesthetics.7 They 
should also remind patients to use products 
as directed and seek medical care if a sore 
throat persists for several days or worsens. If 
no contraindications or drug-drug interactions 
are present, some physicians may recommend 
taking an analgesic such as acetaminophen or 
a nonsteroidal anti-inflammatory drug to ease 
pain.7 Nonpharmacological options include 
cold liquids, gargling with salt water, humidifi-
ers, hydration, ice chips, ice pops, and warm tea 
with honey or lemon.7

Direct patients to seek medical care if they 
have difficulty swallowing, ear pain, fever, 
headaches, hoarseness lasting longer than 
2 weeks, a lump in the neck, nausea, rash, 
severe sore throat that persists for several days 
despite treatment with OTC products, shortness 
of breath, swollen glands, vomiting, wheez-
ing, or thick nasal or respiratory secretions 
that are not clear.1,7

CONCLUSION
Self-treatment should be limited to mild and 
moderate sore throat pain when deemed appro-
priate. When used as directed, OTC products can 
provide an effective and swift onset of action 
and temporary relief from sore throat pain. 
When considering use of OTC products for chil-
dren, remind caregivers and parents to use OTC 

products marketed only for children and to con-
tact their pediatricians or pharmacists for guid-
ance when in doubt. Those with persistent or 
severe sore throat pain and/or signs of infection 
should always be encouraged to seek further 
medical evaluation and treatment. To avoid the 
unnecessary prescribing of antibiotics, individ-
uals presenting with signs of strep throat should 
seek medical care to confirm a diagnosis so 
appropriate antibiotic treatment can be initiated 
if warranted. ■
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sore throat, finding 
immediate relief is 
a top priority.
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CBD Move Free Arbor Sleep, CBD Move Free 
Arbor Slim
Manufactured by CBD Move Free, Arbor Hemp
CBD Move Free has teamed with Arbor Hemp to release 2 soft gels for sleep and weight loss with 
natural and clinically studied hemp extract supplements. CBD Move Free Arbor Sleep is made 
of full-spectrum hemp extract to help decrease the amount of time needed to fall asleep and 
increase time in deep sleep. The product was included in a 90-day randomized study, with results 
demonstrating major improvements in sleep, especially deep sleep. CBD Move Free Arbor Slim is 
designed to facilitate weight loss by reducing food cravings using the nonintoxicating cannabinoid 
Δ9-tetrahydrocannabivarin, which has been shown to improve focus and reduce appetite.

URO Vaginal 
Probiotics
Manufactured by O Positiv
URO vaginal probiotic capsules are 
formulated with V-Positiv Probiotic 
Blend and curated for healthy 
vaginal odor and pH balance. 
The 4 strains of probiotics used 
in the formula are Lactobacillus 
acidophilus, targeting digestive 
issues and vaginal inflammation; 
Lactobacillus fermentum, 
boosting immunity and lowering 
cholesterol; Lactobacillus reuteri, 
boosting anti-inflammatory 
and immune properties; and 
Lactobacillus rhamnosus, promoting 
gastrointestinal tract and vaginal 
balance. The probiotics are aimed 
at those who are concerned about 
vaginal scent, are prone to vaginal 
imbalance, are sexually active, 
or have vaginal discomfort. The 
capsules achieve their full effect 
after approximately 8 weeks of 
consistent administration.

No Mess Vapor Roll-On
Manufactured by Delsym
Delsym has released a roll-on chest rub to provide cough relief. It can be used up to 3 times daily for 
individuals 2 years or older. The roll-on application helps eliminate mess and is a maximum-strength 
topical cough relief product formulated with natural camphor, eucalyptus oil, and menthol. It is best used 
to relieve minor bronchial and throat irritation and minor aches and pains of joints and muscles. When 
using the product for cough relief, patients can apply a thick layer on the chest and throat and cover it with 
a dry, warm cloth. Patients can apply the rub to affected areas to relieve joint and muscle pain.

HOTPRODUCT

FOR MORE INFORMATION: 
cbdmovefree.com

FOR MORE 
INFORMATION: 
laroche-posay.us FOR MORE 

INFORMATION: 
opositiv.com

FOR MORE INFORMATION: 
delsym.com

Effaclar Salicylic 
Acid Acne 
Treatment Serum
Manufactured by 
La Roche-Posay
The salicylic acid acne treatment 
serum helps clear blemishes and 
prevent breakouts. Additionally, 
it helps visibly reduce fine lines, 
pores, postacne marks, and uneven 
skin tone. The treatment includes 
Triple Acid Complex, a formulation of 
glycolic acid, 1.5% salicylic acid, and 
microexfoliating lipohydroxy acid. 
Additionally, the product includes 
niacinamide and La Roche-Posay 
Thermal Water to reduce irritation and 
soothe skin. After 4 weeks of use, the 
company said study results showed a 
49% improvement of postacne marks, 
a 21% reduction in blackheads and 
whiteheads, and a 45% reduction in 
pimples. The product is suited for all 
skin types.
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CASE 1: Aspirin and Diabetes CASE 2: Hypertension and NSAIDs

LH is a 52-year-old woman 
who is filling her new 
prescription for atorvastatin. 
She is considering taking 
aspirin at 81 mg daily for 

her heart health. LH has hypertension and 
type 2 diabetes and recently found out she 
has high cholesterol. A few years ago, her 
primary care physician (PCP) recommended 
she take baby aspirin every day. LH never 
did so, but having learned she has high 
cholesterol, she is contemplating taking 
the baby aspirin. She has no prior cardiac 
events. What should the pharmacist 
recommend to LH? 

Aspirin therapy has benefits 
as well as risks. Primary 
prevention with aspirin 
therapy is recommended in 
adults 50 years or older who 

have diabetes and at least 1 additional 
major risk factor, including a family history 
of premature cardiovascular disease, 
albuminuria, chronic kidney disease, 
dyslipidemia, hypertension, and smoking. 
Prior to initiating aspirin therapy, evaluate 
patients for an increase of bleeding risk, 
such as anemia, older age, and renal disease. 
Patients 70 years or older may not benefit 
because the risk of bleeding outweighs the 
advantages. Because LH has diabetes with 
dyslipidemia and hypertension, she may 
benefit from taking 1 dose of baby aspirin 
daily. She should discuss this with her PCP 
before initiation, because it has been more 
than a year since the last recommendation.1

RD is a 58-year-old man who 
is looking for an arthritis 
treatment. His primary care 
physician told him to take 
an OTC pain reliever, but 

RD has not tried this. He has high blood 
pressure (BP) and takes 2 medications to 
manage this condition. RD checks his BP 
regularly. It is usually normal, although it 
can fluctuate when he is stressed. What 
should the pharmacist recommend?

Because RD has 
hypertension and no 
other medical conditions, 
it would be beneficial to 
avoid any nonsteroidal anti-

inflammatory drugs such as ibuprofen 
or naproxen, which increase BP by 
decreasing kidney function and making 
the body retain fluid. Study results show 
that the average increase in BP is 3/2 mm 
Hg,2,3 although this increase varies among 
patients. Therefore, it would be beneficial 
to start with alternative options. In this 
case, RD can try acetaminophen and 
see whether it relieves his arthritis. 
Depending on the location of the arthritis, 
other options may be available, such as 
a prescription pain product or topical 
capsaicin.
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AMMIE PATEL, 
PHARMD, BCACP, BCPS
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CASE 3: Cardiovascular Disease and 
Pneumococcal Vaccine

CASE 4: Omega-3 F ish Oil

GG is a 65-year-old woman 
who is receiving her annual 
influenza vaccination. She 
recently received a diagnosis 
of heart failure. GG is trying to 

get her immunizations up-to-date and has 
never received a pneumococcal vaccine. 
GG would like to receive both the influenza 
and pneumococcal vaccines. Because there 
are multiple formulations, which vaccines 
should the pharmacist recommend?

The Advisory Committee on 
Immunization Practices (ACIP) 
changed the influenza vaccine 
recommendations for patients 
65 years or older for the 

2022/2023 season. Because GG is 65 years 
old, she would benefit from the quadrivalent 
adjuvanted inactivated influenza vaccine, the 
quadrivalent high-dose inactivated influenza 
vaccine, or the quadrivalent recombinant 
influenza vaccine. If the pharmacy does 
not have any of these vaccines, any other 
age-appropriate influenza vaccines would 
be recommended.4 For her pneumococcal 
vaccine, the ACIP recommends the 
pneumococcal 15-valent conjugate vaccine 
(PCV15) or pneumococcal 20-valent 
conjugate vaccine (PCV20) for PCV-naïve 
adults 65 years or older or PCV-naïve adults 
aged 19 to 64 years with certain underlying 
conditions. GG can receive the vaccine 
regardless of her heart failure diagnosis. 
If PCV15 is used, a dose of pneumococcal 
polysaccharide vaccine (PPSV23) should 
be administered at least 1 year later. Both 
vaccines would be appropriate for GG, so she 
can decide whether she would like  
2 vaccines in 1 year or to be done after the 
PCV20 vaccine. For those who receive the 
PCV15 vaccine followed by the PPSV23 
vaccine, a minimum interval of 8 weeks 
can be considered for adults who are 
immunocompromised or have a cerebrospinal 
fluid leak or cochlear implant.5

IL is a 48-year-old man 
who is looking for omega-
3 fish oil. He takes 10 mg 
of atorvastatin at bedtime. 
His primary care physician 

recommended that IL begin taking 
OTC omega-3 fish oil supplements 
because his triglyceride levels are 
slightly high. IL is confused about how 
much he should take because different 
brands have different dosing. He is 
also debating increasing his fish intake 
instead of taking a supplement. What 
should the pharmacist recommend?

Fish oil supplements 
typically provide 300 mg 
per capsule, although 
doses can vary based on 
manufacturer. Omega-3 

content through dietary sources, such 
as fish, can also vary. Cold-water fatty 
fish such as herring, salmon, sardines, 
and tuna contain high amounts of 
omega-3 fish oil, whereas fish with a 
lower fat content such as bass, cod, 
and tilapia contain lower levels. The 
National Institutes of Health suggests 
consuming 1.1 to 1.6 g of omega-3 fish 
oil daily as part of a normal diet. To 
get an effective dosage for managing 
hypertriglyceridemia, IL would need 
to take 2 to 4 g daily.6 To receive the 
high doses of omega-3 fish oil needed, 
supplementation is his best option.
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SEVENTY-FIVE PERCENT OF ALL CASES of type 1 diabetes (T1D) begin in child-
hood, and the prevalence of type 2 diabetes (T2D) in youths is increasing 
by 2.3% annually and is projected to quadruple over the next 40 years.1 
That means more than 215,000 individuals 18 years or younger live with 
diabetes. Furthermore, approximately 37% of children with T1D experi-
ence diabetes-related emergencies at school.2,3 Children and their care-
givers must collaborate to ensure diabetes-related medication adminis-
tration and monitoring occurs, especially at school.1

PEDIATRIC DIABETES 101
T1D requires daily insulin injections, and basal-bolus regimens  
have improved glycemic control in children with T1D.1 Treatment for  
T2D usually starts with metformin but is effective for only  
approximately 50% of youths, so many need insulin within a few years.1 
Initial insulin regimens entail injections once or twice daily, but with 
increased insulin resistance and the need for tighter control, additional 
mealtime doses—often administered at school—are likely.1 Once-daily 
injectable liraglutide and once-weekly exenatide are approved to manage 
T2D in patients 10 years or older.4 Although school-day dosing of exen-
atide or liraglutide is unlikely, school personnel need to know how to 
identify adverse effects, such as constipation, dyspepsia, diarrhea, nau-
sea, and vomiting.4,5

PROVIDE SPECIFIC INFORMATION
When students need insulin at school, pharmacy employees can  
call schools and educate staff members. Key points include insulin’s 
specific storage requirements. Schools should refrigerate insulin at a 
temperature between 36 °F and 46 °F until opened. Once opened, a pen 
or vial is stable for 28 days at room temperature up to 86 °F.6 Parents 
and school personnel should note expiration dates because children 
often take small doses and significant content may remain at expira-
tion. School staff must mark insulin containers with the first-use date. 
Pharmacy employees should advise parents to note when school staff 
members open vials, remind the school to stop using the insulin at 28 
days, and send replacements promptly.

Insulin pumps for school-day insulin administration are increasingly 
common. The challenge is calculating the bolus (ie, mealtime insulin 
dose) based on carbohydrate consumption. Table 17 lists talking points 
for counseling when this is the case.

Reach Out to 
Caregivers, 
Schools for 
Children With 
Diabetes
Pharmacists Can Provide 
Guidance to Administrators, 
Teachers on Insulin Storage, 
Dosage Times
By JEANNETTE Y. WICK, MBA, RPH, FASCP
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TABLE 1. Counseling Points for Insulin Pumps in Children7

Ensure that parents, patients, and school personnel can answer these questions:

•  When and where will students test their blood glucose levels?

•  Who will determine insulin dosing for lunch and snacks?

•  How will hypoglycemic episodes be managed?

•  How will insulin dosing be adjusted for exercise?

•  Does someone at school know how to troubleshoot the pump when it is 
disconnected?

DIABETES
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Diabetes also requires disposal of needles and hazardous 
testing material. Parents should provide sharps/biologics 
containers if schools do not have them.6

BY THE BOOK
The American Diabetes Association’s Safe at School pro-
gram advises parents to actively coordinate school-day 
diabetes care for their children and, if possible, encourage 
school personnel to speak with certified diabetes educa-
tors.8 Community pharmacists can reinforce critical points 
and involve children in their own care by addressing 
emergencies at school.8

Clinicians must determine each child’s ability to self-ad-
minister and the necessary level of supervision on a case-
by-case basis. Pharmacists can reiterate valuable informa-
tion, especially when insulin is prescribed (Table 26,9).

HYPOGLYCEMIA
Hypoglycemia is the greatest risk to patients at school, 
especially if they consume insufficient carbohydrates after 
receiving insulin.1 Vigilance is warranted, especially for 
children younger than 6 years because they are prone to 
hypoglycemia unawareness (ie, the inability to recognize 
symptoms of severe hypoglycemia or communicate needs).1 
Pharmacists can counsel children about these symptoms 
and when to call for help. They can also remind school 
personnel that some indicators of low blood sugar level 
may mimic misbehavior, such as crying for no reason, 
inattention, or tantrums.10 School personnel should take 
these indicators seriously and engage the school nurse or 
other medical assistance.

If children present with hypoglycemic indicators such as 
behavioral changes or moodiness, clumsy or jerky move-
ments, confusion, dizziness, headaches, hunger, irritability, 
pallor, perioral tingling, seizure, shakiness, or sweating, 
blood glucose testing is needed. If the reading is 70 mg/dL 
or below, a child needs 15 g of carbohydrate immediately 
with 4 oz of juice or regular soda, glucose gel or tablets, 

gumdrops, hard candy, jelly beans, or 1 tbsp of honey or 
sugar.11 Glucagon is indicated for patients who cannot con-
sume carbohydrates by mouth.1 Intranasal glucagon is a 
ready-to-use medication with no priming or reconstitution 
necessary. It is a dry nasal powder absorbed passively in the 
nose, with no inhalation required.12 Prefilled autoinjectors 
and glucagon syringes contain premixed glucagon in liquid 
form.13 Unconscious children may not regain conscious-
ness for 15 to 20 minutes, during which a responsible 
adult should call 911.14

FINAL POINT
Pharmacists should counsel caregivers to manage suspected 
hypoglycemia, even if they are in doubt. Severe hypoglyce-
mia can cause brain damage or death. Although children 
may be nauseated or vomit when they regain consciousness, 
glucagon is harmless, even if blood sugar level is high.14
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TABLE 2. Administering or Supervising Insulin: 
Points to Reinforce6,9

Check the expiration date; never use beyond this date.

Examine the insulin to make sure it looks normal (ie, no clumps, 
crystals, or discoloration).

Always use a new needle and perform an air shot of at least 2 
units to clear bubbles from the needle.

Rotate injection sites.

 Pinch and inject into the skin of a soft, fatty area on the body.

 Leave the needle in place for 10 seconds after injection to prevent 
insulin leakage.
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Meningococcal (Groups A, C, Y, and W-135) 
Oligosaccharide Diphtheria CRM197 Conjugate 
(Menveo)
Manufactured by GSK
The FDA approved a new single-vial presentation of meningococcal (Groups A, C, Y, and W-135) 
oligosaccharide diphtheria CRM197 conjugate vaccine (Menveo) for individuals aged 10 to 55 years 
for the prevention of invasive meningococcal disease. The medication was originally presented in 
2010 as a 2-vial vaccine that will remain available for use in individuals aged 2 months to 
55 years. The 1-vial presentation is more convenient for health care providers and is expected 
to be widely available by mid-2023, according to GSK. In clinical studies, investigators found no 
notable differences in the frequency and severity of adverse events between those who received 
the single-vial and those who received the 2-vial presentation.

Tirzepatide 
(Mounjaro)
Manufactured by Eli Lilly and 
Company
The FDA has granted fast-track 
designation to tirzepatide, which is 
being investigated for individuals who 
are obese or overweight and have 
weight-related comorbidities. The drug 
is not indicated for individuals who are 
obese or overweight and have type 2 
diabetes. It is meant to be an addition 
for individuals on a reduced-calorie diet 
engaged in increased levels of physical 
activity. The decision was based on 
the SURMOUNT-1 (NCT04184622) trial 
evaluating the efficacy and safety of the 
drug against placebo with coprimary 
end points of superiority of the 10- and/
or 15-mg dose at reducing bodyweight 
by 5% or more from baseline at 72 
weeks compared with placebo.

FOR MORE INFORMATION: 
gsk.com

FOR MORE INFORMATION: 
lilly.com

FOR MORE INFORMATION: 
dupixent.com

FOR MORE INFORMATION: 
roche.com

HOT
PRODUCT

Dupilumab 
(Dupixent)
Manufactured by Regeneron 
Pharmaceuticals, Sanofi
The FDA has approved dupilumab 
(Dupixent) for the treatment of adults with 
prurigo nodularis, the first such drug in the 
United States. A 300-mg dose of dupilumab 
is administered via subcutaneous injection 
with pre-filled pens or syringes every 2 
weeks after the loading dose at different 
sites in individuals aged 18 years or older. 
The approval was based on data from the 
phase 3 LIBERTY-PN PRIME (NCT04183335) 
and PRIME2 (NCT04202679) trials, which 
analyzed the drug’s efficacy and safety. The 
primary end point of both trials analyzed 
the proportion of individuals with a 
clinically meaningful improvement in itch 
from baseline at 24 weeks (PRIME) and 12 
weeks (PRIME2).

Cobas SARS-CoV-2 Qualitative Test
Manufactured by Roche
Roche has received an FDA 510(k) clearance for its cobas SARS-CoV-2 Qualitative Test. It is the first COVID-19 
polymerase chain reaction test performed on an automated and high-throughput platform. It is cleared for use 
on cobas 6800 and 8800 systems and is intended for detection of SARS-CoV-2 in nasal and nasopharyngeal 
samples. The test is for individuals whose health care providers suspect they have COVID-19. The test has 
been available under the emergency use authorization since March 2020, but the new clearance is based on a 
comprehensive package submitted to the FDA that includes analytical and clinical studies.
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Voquezna Dual Pak and Triple Pak From Phathom Pharmaceuticals, Inc
By MONICA HOLMBERG, PHARMD, BCPS

THE FDA HAS APPROVED COPACKAGED 

amoxicillin capsules and vonoprazan 
tablets (Voquezna Dual Pak; Phathom 
Pharmaceuticals, Inc) and copackaged 
amoxicillin capsules, clarithromy-
cin tablets, and vonoprazan tablets 
(Voquezna Triple Pak; Phathom 
Pharmaceuticals, Inc) for the 
management of Helicobacter pylori 
infection in adults.

The approval specifies that the  
medication and other antibacterial 
agents should be used only to  
prevent or manage infections that  
are proven or strongly suspected to  
be caused by bacteria.1 An estimated  
50% of the world population and 36% 
of the US population are infected with 
H pylori, which can cause chronic 
inflammation and lead to dyspepsia, 
mucosa-associated lymphoid tissue 
lymphoma, noncardia gastric cancer, 
and peptic ulcer disease.2

PHARMACOLOGY AND 
PHARMACOKINETICS
Vonoprazan is a potassium-competi-
tive acid blocker. It inhibits the  
hydrogen potassium adenosine  
triphosphatase enzyme system in a 
potassium-competitive manner to 
suppress basal and stimulated gastric 
acid secretion at the secretory surface 
of the gastric parietal cell. Amoxicillin 
is an antibacterial agent in the pen-
icillin class, and clarithromycin is a 
macrolide antimicrobial.1

DOSAGE AND ADMINISTRATION
The dosage for Voquezna Dual Pak is 
amoxicillin 1000 mg 3 times daily plus 
vonoprazan 20 mg twice daily for 14 
days. The dosage for Voquezna Triple 
Pak is amoxicillin 1000 mg plus clari-
thromycin 500 mg plus vonoprazan 20 
mg twice daily for 14 days. The med-

ications can be taken with or without 
food. Voquezna Dual Pak or Voquezna 
Triple Pak should not be used in patients 
with moderate or severe hepatic impair-
ment or severe renal impairment.1

CLINICAL TRIALS
Voquezna Dual Pak and Voquezna  
Triple Pak were evaluated in a con-
trolled, double-blind, randomized, 
triple-therapy/open-label dual-ther-
apy study of treatment-naïve adults 
who had attained positive results for 
H pylori. Participants were randomly 
assigned 1:1:1 to receive Voquezna 
Dual Pak, Voquezna Triple Pak, or 
lansoprazole 30 mg twice daily plus 
amoxicillin 1000 mg twice daily plus 
clarithromycin 500 mg twice daily 
(LAC) for 14 days. Both Voquezna Dual 
Pak and Voquezna Triple Pak were 
found to be noninferior to LAC in par-
ticipants without an amoxicillin- or 
clarithromycin-resistant strain of H 
pylori at baseline. In participants with 
a clarithromycin-resistant strain of 
H pylori at baseline and in the overall 
population, both Voquezna Dual Pak 
and Voquezna Triple Pak were found to 
be superior to LAC.1,2

CONTRAINDICATIONS, 
WARNINGS, AND PRECAUTIONS
Voquezna Dual Pak and Voquezna 
Triple Pak are contraindicated in 
patients with a known hypersensitivity 
to amoxicillin, β-lactams, clarithromy-
cin, macrolide antimicrobials, vono-
prazan, or anycomponent of the med-
ication. Both are also contraindicated 
in combination with rilpivirine.

Because of the clarithromycin com-
ponent of the medication, Voquezna 
Triple Pak is contraindicated in 
patients who are concomitantly using 
ergot alkaloids, lomitapide, lovastatin, 

pimozide, or simvastatin. It is also 
contraindicated in patients with 
hepatic or renal impairment who are 
using colchicine and in patients 
with a history of cholestatic jaundice 
or hepatic dysfunction while 
using clarithromycin.

Hypersensitivity reactions  
and severe cutaneous adverse  
reactions have been reported with 
components of Voquezna Dual  
Pak and Voquezna Triple Pak. The  
presence of Clostridioides difficile 
should be considered if diarrhea 
occurs during treatment. Because clar-
ithromycin has been associated with 
QT interval prolongation, Voquezna 
Triple Pak should be avoided in 
patients with hypokalemia, hypomag-
nesemia, known QT prolongation, sig-
nificant bradycardia, and ventricular 
arrhythmia and during treatment with 
class IA or III antiarrhythmic agents or 
medications known to prolong the QT 
interval. Voquezna Triple Pak should 
be discontinued if signs and symptoms 
of hepatotoxicity occur. Exacerbation 
of myasthenia gravis can occur with 
Voquezna Triple Pak. Serious adverse 
reactions can occur because of drug 
interactions with clarithromycin. 

Voquezna Triple Pak should not  
be used during pregnancy, and  
neither Voquenza Dual Pak nor 
Voquezna Triple Pak should be used 
while breastfeeding.

The most common adverse  
reactions with Voquezna  
Dual Pak are abdominal pain,  
diarrhea, nasopharyngitis, and 
vulvovaginal candidiasis. 

The most common adverse reactions 
with Voquezna Triple Pak are 
abdominal pain, diarrhea, dysgeusia, 
headache, hypertension, and 
vulvovaginal candidiasis.1 ■
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Generic Focus

GENERIC AND BIOSIMILAR DRUGS GENERATED a record      
$373 billion in savings for employers, patients, and tax-
payers in 2021, according to data presented by IQVIA in the 
Association for Accessible Medicine (AAM) 2022 US Generic 
and Biosimilar Medicines Savings Report. Additionally, total 
generic and biosimilar savings for the past 10 years has 
been more than $2.6 trillion.

However, despite the tremendous savings from generic 
drugs, many patients continue to pay more than necessary. 
Even with nearly 6.4 billion generic and biosimilar prescrip-
tions dispensed, generics represent just 3% of all health 
care spending. However, generic drug companies manufac-
ture the medicines used in 90% of prescriptions dispensed 
in the United States.

“Today, as a result of pervasive profit-seeking by [interme-
diaries] such as pharmacy benefit managers, patients often 
pay more than they should for generics or are prevented 
entirely from receiving lower-cost generics and biosimilars. 
This is in addition to ongoing brand patent abuses that can 
delay patient access to new generics and biosimilars,” Dan 
Leonard, president and CEO of AAM, wrote in a letter that 
accompanied the report.

The report breaks down savings by age, common medical 
conditions, payer, and state and provides in-depth data at a 
moment when individuals “continue to be alarmed over the 
cost of prescription drugs,” according to an AAM statement 
that accompanied the findings. These findings reinforce 
the critical importance of generic and biosimilar drugs for 
patients seeking financial relief from escalating drug prices.

The report also showed that 91% of US prescriptions are 
filled by generic drugs, although these drugs accounted for 
just 18.2% of US spending on prescriptions. This means 
that costlier brand name drugs account for most pharma-
ceutical spending. Additionally, the average co-pay in 2021 
for generic drugs was $6.16 compared with $56.12 for brand 

name drugs. And 93% of the time, the co-pay for a generic 
prescription is less than $20 compared with 59% of the time 
for brand-name drugs.

Furthermore, biosimilar drugs showed savings of more 
than $7 billion and accounted for nearly 30% of the overall 
biologics market. The average sales price for biosimilars is 
50% less than the average price for reference brand biolog-
ics, according to the report. 

In addition, competition from biosimilars has reduced 
the average sales price of their corresponding reference 
biologics by an average of 25%, according to the report. 
Breaking it down further, $119 billion of the savings on 
generics and biosimilars was for Medicare (ie, $2447 per 
enrollee) and $178 billion was for commercial plans.

The top 10 generic drugs of 2021 saved more than $110 
billion in spending, according to the report. This list 
included generics for cholesterol drugs such as Lipitor 
and Crestor and for Zofran, which manages nausea 
related to chemotherapy.

“Generics also accumulate savings daily through thou-
sands of small-volume and low-margin products. These 
medicines are essential for maintaining equitable access to 
pharmaceutical care across a variety of health conditions,” 
the report stated. It also noted that “new generics also con-
tribute important savings for patients, although these prod-
ucts have experienced slower adoption and lower savings in 
recent years [because of] health plan formulary tactics that 
can delay patient access to new generics.”

The states with the highest savings from generic and 
biosimilars in 2021 were the largest states by population: 
California ($33.1 billion), Florida ($23.8 billion), New 
York ($29.6 billion), and Texas ($29.7 billion). But some 
states with smaller populations had higher per-capita sav-
ings, including Alabama, Arkansas, Kentucky, Louisiana, 
Mississippi, Nebraska, and West Virginia.

In terms of age groups, adults aged 40 to 64 years 
accounted for $160 billion in savings, and adults 65 years 
or older accounted for $132 billion in savings. The condi-
tions that generated the most savings were heart disease 
($96.7 billion), mental illness ($59.7 billion), and diabetes 
($56.7 billion). The takeaway from the report is that “policy 
makers must address these challenges and ensure patient 
access to more affordable generic and biosimilar medica-
tions,” Leonard wrote.  ■
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Pirfenidone Tablets
Marketed by Camber Pharmaceuticals, Inc
Compare To: Esbriet
Camber Pharmaceuticals has added pirfenidone tablets to its line of generic drugs. The 
reference drug for the tablets is Esbriet (Genentech). Pirfenidone is indicated to manage 
idiopathic pulmonary fibrosis. It is available in 2 doses: 267 mg and 801 mg, both in a 90-count 
bottle. The recommended dosage is 267 mg 3 times daily for the first 7 days of treatment 
and 801 mg 3 times daily with a meal starting on day 8 of treatment. Adverse reactions 
include drug-induced liver injury, elevated liver enzyme levels, gastrointestinal disorders, 
photosensitivity, and rash.

FOR MORE INFORMATION: 
camberpharma.com

Doxycycline Capsules
Marketed by Lupin Limited
Compare To: Oracea
The FDA recently granted tentative approval to doxycycline capsules in the 40-mg dose following 
Lupin’s abbreviated new drug application. Doxycycline capsules are indicated to manage bacterial 
infections and are the generic equivalent of Oracea (Galderma Laboratories, LP) in the 40-mg dose. 
The drug manages oral inflammatory lesions, including papules and pustules, caused by rosacea. 
Oracea had estimated annual sales of $215 million in the United States in 2022, according to the 
IQVIA report from September 2022.

FOR MORE INFORMATION: 
lupin.com
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camberpharma.com

VERTICALLY INTEGRATED FROM PIPELINE  
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When one of the world’s largest API 
manufacturers is your parent company, 
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We deliver peace of mind.
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Mesalamine Extended-
Release Capsules
Marketed by Alembic Pharmaceuticals 
Limited
Compare To: Apriso
The FDA approved the abbreviated new drug application 
for mesalamine extended-release capsules in the 0.375-g 
dose. The reference drug is Apriso (Salix Pharmaceuticals, 
Inc) in the same strength. Alembic’s mesalamine 
extended-release capsules are indicated for adults with 
ulcerative colitis (UC) to maintain remission. The FDA said 
mesalamine extended-release capsules are for mild to 
moderately active UC. Adverse events include abdominal 
pain, diarrhea, dyspepsia, headache, nausea, rash, and 
vomiting. IQVIA data estimate the US market for this drug 
at $133 million.

FOR MORE INFORMATION: 
alembicusa.com

Drospirenone Tablets
Marketed by Lupin Limited
Compare To: Slynd
The FDA granted tentative approval to Lupin Limited’s 
abbreviated new drug application for drospirenone 
tablets in the 4-mg dose. Drospirenone tablets are the 
generic equivalent of Slynd tablets (Exeltis USA, Inc) 
in the same strength. Drospirenone tablets are used to 
prevent pregnancy in females with reproductive potential. 
Drospirenone is the synthetic form of progesterone, 
with a similar pharmacological profile to the natural 
hormone. Slynd is contraindicated in females who have 
abnormal and undiagnosed uterine bleeding, a history 
of progesterone sensitive cancers, a predisposition to 
hyperkalemia, or liver tumors. The estimated annual sales 
for Slynd are $141 million in the United States, according 
to IQVIA’s September 2022 report.

FOR MORE INFORMATION: 
lupin.com

®

camberpharma.com

VERTICALLY INTEGRATED FROM PIPELINE  
TO PATIENT
When one of the world’s largest API 
manufacturers is your parent company, 
quality, value and supply are strengths you 
can count on. 

We’re Camber. 
We deliver peace of mind.
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Pharmacy Law

ISSUE OF THE CASE
When a physician prescribes a brand name pharmaceutical and the phar-
macist dispenses a bioequivalent product from a different manufacturer 
that allegedly results in the death of a patient, can the brand name firm 
that launched the product be held liable for damages?

FACTS OF THE CASE
A college student from a Mid-Atlantic state initiated mental health care 
from a university resource. While home for a semester break, she visited a 
psychiatrist, who provided her with a diagnosis of bipolar mood disorder 
and prescribed the brand name product lamotrigine (Lamictal), manufac-
tured by GSK. When the patient presented the prescription at the pharma-
cy, she received a generic product produced by another manufacturer.

A very serious adverse effect of this medication is hemophagocytic lym-
phohistiocytosis (HLH). At the time the medication was first prescribed in 
December 2017, its labeling did not warn about the risk of HLH. The FDA 
issued a warning about that risk in April 2018, taking steps to require GSK 
to amend and update its labeling for the product. The complaint launching 
the present lawsuit alleged that GSK knew or should have known about the 
HLH risk in December 2017.

The student died in August 2018 after several hospitalizations involving 
invasive and painful procedures. Her father, acting as the administrator 
of her estate, filed a lawsuit against GSK under the state’s product liability 
statute. Arguments advanced on behalf of the deceased student were defec-
tive product design, failure to warn, and misleading advertising. 

The matter was initially filed in state court but was moved to federal 
court by the manufacturer based on diversity of citizenship. The attor-
neys representing GSK moved to have the lawsuit dismissed, arguing 
GSK had no liability under the state product liability legislation because 
it did not “manufacture, sell, or benefit from the particular drug” 
that harmed the student.

THE RULING
The federal district court judge handling the matter denied the motion 
for dismissal made by GSK’s attorneys, despite the fact that their product 
had not been dispensed.

Innovator 
Liability Theory 
Applies to 
Pharmaceuticals
Can a Brand Name 
Manufacturer Be Held Liable 
for Damages Caused by a Drug 
Product Manufactured by 
Another Firm?
By JOSEPH L. FINK III, JD, DSC (HON), BSPHARM, 
FAPHA
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THE COURT’S REASONING
The federal court judge began his decision opinion 
by reviewing the processes the FDA has in place 
for premarketing approval of pharmaceuticals. He 
emphasized the FDA’s role in reviewing the pro-
posed wording of the product labeling for the inno-
vator product, describing the “drug’s indications 
and usage, contraindications, warnings and precau-
tions, and adverse reactions.”

Once the product and labeling have FDA approval, 
federal regulations allow the brand name company 
to change the label to strengthen a warning without 
first obtaining FDA approval to do so.1 The same 
latitude is not available to the manufacturer of the 
generic version of that product.

The federal court judge quoted a US Supreme 
Court decision emphasizing that “brand name and 
generic drug manufacturers have different drug 
labeling duties. A brand name manufacturer seeking 
new drug approval is responsible for the accuracy 
and adequacy of the labeling, whereas a manufac-
turer seeking generic drug approval, on the other 
hand, is responsible for ensuring that its warning 
label is the same as the brand name’s.”2

This judge described this as a “duty of sameness” 
for the generic manufacturer regarding both bio-
equivalence and warnings on the label. The judge 
further indicated the Supreme Court ruling had 
the effect of preempting failure-to-warn cases and 
design defect claims against generic manufactur-
ers based on state law but not against brand name 
versions containing the same drug product. He 
emphasized the Supreme Court ruling was based on 
“Congress’ decision to regulate the manufacture and 

sale of generic drugs in a way that reduces their cost 
to patients but leaves generic drug manufacturers 
incapable of modifying either the drugs’ composi-
tions or their warnings.”

Attorneys for GSK pointed to a prior ruling by the 
judge hearing the matter that indicated “a defen-
dant may not be liable for a product defect absent 
evidence that the defendant benefited in some man-
ner from the product that harmed the plaintiff.”3 
However, the judge pointed out that in the prior 
case “the defendant firm had no connection at all to 
the design or marketing of the product that caused 
the plaintiff’s injury. In contrast, the instant case 
involves a defendant who both designed and dic-
tated the warnings to be issued for the product that 
injured the plaintiff.”4 

Anticipating how such an issue might be  
decided by the state’s highest court applying  
the product liability statute of the state, the judge 
concluded the highest state court would “likely 
conclude that it would be readily foreseeable to 
the manufacturer of a brand name drug that any 
deficiencies in its label or marketing materials may 
result in substantial harm to [patients] of a bio-
equivalent generic drug.” ■
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The federal district court judge denied the 
motion for dismissal made by GSK’s attorneys, 
despite the fact that their product had not 
been dispensed.
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Legislative Focus

BOTH MEDICAL AND RECREATIONAL USE of marijuana have been 
and continue to be a controversial topic when it comes to 
the workplace. In the United States, medical and recreational 
marijuana is illegal on a federal level. However, since February 
2021, a total of 39 states have announced that marijuana is 
legal when used for medical reasons.1

Reasons for the medical use of marijuana run the gamut. 
One is to assist in coping with neurological diseases such as 
Alzheimer disease, amyotrophic lateral sclerosis, and epilepsy. 
Medical marijuana can even assist individuals who are experi-
encing physiological issues, including chronic pain or nausea 
associated with chemotherapy. Nevertheless, medical marijua-
na use in the workforce is controversial.

Although marijuana provides health benefits, there are 
many concerns when it comes to productivity and even safety 
in the workplace for individuals who use medical marijuana. 
Many effects that marijuana induces could potentially put 
individuals and even others around them at risk. 

Adverse effects (AEs) of marijuana include dizziness, hal-
lucinations, impaired memory, and slower reaction times.2 
These AEs could be problematic, depending on the type of 
job or workplace. For example, workers who operate heavy 
equipment or machinery or work in the transportation indus-
try could put their own lives and those of others in danger 
if they experience any serious symptoms while under the 
influence of marijuana.

State legislators have taken notice. In some states, whether 
an employee is allowed to use medical marijuana in the work-
place is left to the discretion of the employer, and some even 
allow employers to decide whether to hire individuals who use 
medical marijuana.3 However, having employers make these 
decisions is not fool proof. 

The results of one study showed that among individuals 
who used medical marijuana, there were “55% more industrial 
accidents, 85% more injuries, and 75% greater absenteeism 
compared with those who tested negative.”4 

It comes down to implementing policies and regulations in 
the workplace to ensure productivity and safety. Such policies 
include ensuring management can enforce policies related to 
evaluating the effectiveness of employees who use medical 
marijuana, having guidelines and rules for employees to main-
tain safety, and having policies for the steps taken if a mistake 
occurs while an employee is using medical marijuana. 

CONCLUSION
Medical marijuana use in the workplace has its benefits, but 
there could be a handful of concerns that arise. Because it 
is still a new concept, there are many policies that could be 
implemented to ensure productivity and safety related to 
its use. ■

Know the Ins and 
Outs of Medical 
Marijuana in 
the Workplace
Both Benefits and Concerns Exist, but 
Implementing Policies and Regulations 
Promotes Employee Productivity, 
Guards Safety
By LOGAN C. BURFORD AND JOSEPH L. FINK III, JD, DSC 
(HON), BSPHARM, FAPHA
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Independent Corner

WHEN KYLE MCCORMICK, PHARMD, STARTED BLUEBERRY 

PHARMACY, his goal was to provide the best patient experi-
ence. “I’ve always had an interest in independent pharma-
cy,” he said in an interview with Pharmacy Times®. “I always 
liked the community feel of it, getting to know everybody…
you can actually have an impact on [patients’] lives.”

Although Blueberry Pharmacy is a cost-plus pharmacy, 
which might not seem patient-focused because patients and 
pharmacists primarily interact over the phone, McCormick 
said the pharmacists always have time to answer patient 
questions. During the interview, for example, he fielded 
numerous patient calls.

He went on to describe the differences between a cost-
plus pharmacy model and a traditional pharmacy business 
model. “How a traditional pharmacy prices drugs [is] dif-
ferent [in that] they use what’s called an average wholesale 
price…to come up with some kind of list price that they 
charge insurance, and then insurance gets back what they 
actually will get paid,” McCormick said.

A cost-plus pharmacy model does not accept insurance, 
so even if a patient has insurance, the pharmacy will not 
accept it. Without company or insurance contracts, a phar-
macy can set medication prices, potentially making them 
lower than they would be with insurance or at least setting 
them at a fair market price.

Many traditional pharmacy model issues revolve around 
insurance claims. For example, filling prescriptions is often 
delayed because of insurance companies rejecting 

medications for a variety of reasons, prescriptions being on 
hold, and adjudication claims.

The cost-plus model’s biggest benefit is transparency, 
according to McCormick. “It builds trust immediately, so 
I’m willing to show anybody the invoice price on how much 
I pay. I’m not afraid of showing them…I make $2000 on…this 
drug, which is the reality for some medications. And [the] 
traditional model is a drug that costs $22, where [they’re] 
charging $6000 for it,” he said.

Being transparent with patients about the cost of med-
ication builds a sense of trust between patients and phar-
macists, which is different from the traditional rapport 
between the two. “We see patients coming to us, [and] 
their different insurance companies want a ridiculous 
amount for their medications, and immediately we’re 
able to show them how much they’re able to save without 
even using their insurance, and so they are just kind of 
shocked,” McCormick said.

For example, a patient came to Blueberry Pharmacy for 
lower prices on her prescriptions, and because of the phar-
macy’s transparency, the patient continues to be a customer. 
Building that rapport is essential, because now the patient 
will call for advice on other conditions, such as what to take 
for a sore throat, McCormick said.

Transparency also helps build relationships with phy-
sicians. “We found that being transparent with pricing 
and being a helpful resource around costs opens up a 
lot of doors with other providers who don’t know how 
to help patients with costs [when] they prescribe some-
thing,” McCormick said. “Being that resource for [physi-
cians] has really opened the door for good conversations 
and patient referrals.”

Although it is sometimes cheaper to opt for a cost-plus 
drug pharmacy model, insurance is still necessary for patients 
even if they do not use it for their medications, especially 
in emergency situations. “Whenever patients are mad at 
their [insurers] and see how easy a world without insurance 
is, they’re like, ‘Well, why do I even need insurance?’…A lot 
of times you probably don’t…but there are scenarios and 
reasons why you should [have] insurance,” McCormick 
said, adding that he always explains to patients why they 
still need insurance. ■

Transparency Makes 
Cost-Plus Drug 
Pharmacies a Unique 
Business Model
Without Company or Insurance Contracts, 
Controlled Medication Prices Reduce 
Burden on Patients
By ASHLEY GALLAGHER

From left: Kyle McCorkmick, PharmD, tends to a patient at the counter; Blueberry Pharmacy store front; McCormick with his wife and son.
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MTM Consult

AS THE NEW YEAR APPROACHES, pharmacists are faced with many 
important decisions, which may include developing goals for 
medication therapy management (MTM) practices that improve 
outcomes. Enhancing professional development through training and 
developing collaborative practice agreements (CPAs) with health care 
providers may be at the top of pharmacists’ lists (Figure).1-4 It is a great 
time for pharmacists to develop New Year’s resolutions for their 
MTM practices.

Using a team-based approach to patient care is an essential 
component of collaborative drug therapy management (CDTM).2 This 
involves developing a CPA between pharmacists and at least 1 other 
health care provider. This allows pharmacists to perform counseling, 
medication monitoring, patient assessments, and referrals under 
an established protocol.2 Research results have shown that CDTM 
is effective at lowering blood pressure (BP), cholesterol levels, and 
hemoglobin A

1C
.2 Pharmacists at El Rio Community Health Center in 

Tucson, Arizona, established CPAs with the center’s medical providers. 
After CDTM was established, El Rio reported improved clinical 
outcomes such as lower BP and cholesterol levels.2

The results of 1 pilot study showed that a pharmacist-
physician CPA for the treatment of chronic pain is well accepted.3 
Pharmacists met with patients in a private office clinic for an 
initial 60-minute appointment.3 Additionally, pharmacists 
made MTM recommendations based on the patient’s medication 
history and risk factors for substance use disorder. Pharmacists 
and physicians collaborated on the dosing recommendations, 
education, and follow-up.3

Set Medication 
Therapy 
Management 
Goals for 2023
Develop New Year’s Resolutions 
That Include Empowering 
Patients, Enhancing 
Communication, Increasing 
Professional Development
By JENNIFER GERSHMAN, PHARMD, CPH, PACS

JENNIFER GERSHMAN, PHARMD, CPH, PACS, is a 

drug information pharmacist and Pharmacy Times® contributor 

who lives in South Florida.
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FIGURE. MTM Goals1-4

CPA, collaborative practice agreement; MTM, medication therapy management.
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Pharmacists can enhance MTM clinical training for 
the upcoming year with professional development 
using a variety of resources. The American Pharmacists 
Association (APhA) Delivering Medication Therapy 
Management Services certificate training program 
includes strategies for developing and implementing 
MTM services in a variety of pharmacy practice 
settings.1 The APhA program includes both a live 
component and self-study, and pharmacists can earn 
continuing education (CE) credits.1 PowerPak also 
offers a MTM certificate program1 that is a self-paced 
online course in which pharmacists earn CE credits.

Another opportunity for professional advancement 
is becoming board certified in MTM. The National 
Board of Medication Therapy Management (NBMTM) 
recently announced that the National Commission 
for Certifying Agencies (NCCA) has accredited the 
Board Certified Medication Therapy Management 
Specialist (BCMTMS) program.4

“The NCCA is the gold standard precisely because of 
the rigor required to become accredited,” Julien Tran, 
PharmD, BCMTMS, director of information technology 
for NBMTM, said in a statement. 

Pharmacists who are interested in the BCMTMS 
program must have 2 years of MTM experience 
or NBMTM-approved training.4 Additionally, 
pharmacists must have a pharmacy degree, hold 
an unrestricted license, and pass the BCMTMS 
examination.4 Pharmacists with MTM experience 
can also apply to serve as subject matter experts for 
NBMTM for examination development, maintenance, 
and test revisions. ■
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In email interviews with Pharmacy Times®, Lindsay 
Lanz, PharmD, BCGP, a clinical pharmacist at Optum 
Rx in Savage, Minnesota, and Mariam Philip, PharmD, 
BCMTMS, a disease state management clinical pharmacist 
at the San José Clinic in Houston, Texas, discussed 
their medication therapy management New Year’s 
resolutions. Lanz said the most common disease states 
she encounters in her practice include asthma, atrial 
fibrillation, cardiovascular disease, chronic obstructive 
pulmonary disease, diabetes and complications, 
hyperlipidemia, hypertension, osteoporosis, and pain.

“I recently completed a certification course in 
pharmacogenomics [PGX] and am hoping to incorporate 
PGX into my practice to achieve the best outcomes for 
patients. I also hope to increase engagement with providers 
in terms of reviewing and accepting recommendations 
made by clinical pharmacists,” Lanz said. “As part of this, 
I hope to continue exploring the possibility of creating 
[collaborative practice agreements] that would allow 
me to adjust medications as appropriate and practice at 
the top of my license. As always, I hope to continue to 
empower patients to learn about their medications and 
be an active member of their care team.”

Philip said the most common disease states she 
manages are diabetes, hyperlipidemia, and hypertension. 
She has a variety of goals for the upcoming year that focus 
on improving medication adherence and patient motivation.

“To accomplish these resolutions, I plan to ask patients 
about their health goals at initial visits so we can track 
their progress as they work toward achieving these 
goals. I’ll provide in-depth disease state and medication 
education, along with nutritional counseling to bridge any 
gaps.” Philip said.

“By emphasizing the importance of medications and 
lifestyle modifications, such as diet and exercise, I hope 
to see an improvement in medication adherence and 
overall health outcomes,” she said. “Additionally, I will 
equip patients with printed materials for education and 
documentation of blood glucose and blood pressure 
readings. I will then review their progression with them at 
follow-up visits, as it may serve as a motivating factor to 
continue pursuing positive outcomes.”

PHARMACIST 
SPOTLIGHT
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Patient Focus

NOTHING HIGHLIGHTED THE NEED FOR and importance of vaccinations in 
older adults more than the COVID-19 pandemic. Like any infectious 
disease, COVID-19 struck hardest and most lethally in individuals 
65 years or older, particularly those in congregate care settings, such 
as assisted-living and skilled-nursing centers. At press time, nearly 
800,000 Americans 65 years or older have died because of COVID-19.1 

The race to develop vaccines and the subsequent race to deliver 
them felt like preparing for war. It was a massive undertaking that 
needed to be done as quickly as possible. In that haste, many of the ills 
that plague our health care system were amplified.

In 2016, well before the pandemic, retired pharmacist Truman 
Lastinger, RPh, wrote that in the 1950s, “most rural customers did not 
have enough money to go to the doctor, even though an office visit 
was often $3 to $4…so druggists saw and [managed] cuts, bruises, bee 
stings, goiters, hernias, mastoid problems, sore throats, colds, rashes, 
ringworm, sandworm, athlete’s foot, and influenza, just to name some 
of the common problems. They [also managed] constipation, diarrhea, 
dyspepsia, [anemia], sexual dysfunction, [and] just about anything in 
the community that required attention.”2

That was only the beginning. Starting with managed care, all health 
disciplines saw the deterioration in the patient relationship part of 
their practices. Health care became about doing more faster and more 
efficiently, like the manufacturing boom of the industrial age. Cost 
became king, and the value of the unique relationship between phar-
macist and patient in communities was lost.

Once the COVID-19 pandemic hit, that relationship became even 
more of a challenge. Millions of individuals were suddenly at risk. 
Access to pharmacies and pharmacists was purposely decreased. 
Fortunately, as in all emergencies, flexibility was granted. Pharmacies 
and pharmacists could test, vaccinate, and eventually order treat-
ments. Vaccination became central to not only community practice 
but all long-term care.

Even though older individuals represent the fastest-growing 
segment of the population, immunizing older adults is not a pop-
ulation health initiative, especially in an emergency. It is still a 
patient-centered initiative.

Immunizing 
Older Individuals 
Requires 
Flexibility, 
Nuance
When It Comes to Vaccination 
Efforts, Remember That Patients 
65 Years or Older Are Not a 
Homogeneous Group
By CHAD WORZ, PHARMD, BCGP, FASCP
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Immunizing older adults requires careful consideration 
and a deep understanding of the nuances of patients as 
they age. The older adult population is not homogeneous. 
Individuals do not all age the same way, and body systems 
within bodies do not age at the same rate. Not all older 
adults can walk to a corner drugstore, with access limited by 
their mobility and location.

Many older adults did visit their community pharmacies 
to obtain COVID-19 vaccinations, but some pharmacists 
provided these vaccines in patients’ homes. Some pharma-
cists had to rely on the experiential skill they developed 
during years of working in settings such as assisted-living 
communities and nursing homes and encountering cogni-
tive deficits, dementia, and other complex comorbidities. 

Individuals in those settings did not fit the 
efficient and rapid model set forth by government 
agencies; they required careful consideration from their 
existing health care providers, and they relied on the 
relationships that already existed with their pharmacies 
and pharmacists.

Pharmacists stepped up during the pandemic and now 
stand to make permanent the flexibilities granted to infec-
tious disease testing, management, and vaccination. Using 
the buzz phrases patient centered, population health, and 
relationship, the government and pharmacy profession can 
better protect older adults and reestablish the accessible, 
trusted, and long-standing relationship between older 
adults and their pharmacists. ■
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Condition State Management

FDA Committee Endorses Rescue Asthma 
Medication Albuterol/Budesonide for Adults

THE FDA’S PULMONARY-ALLERGY DRUGS Advisory Committee came 
out largely in favor of albuterol/budesonide (PT027; AstraZeneca) 
for management of asthma in adult patients. Albuterol/budesonide 
is a fixed-dose, possible first-in-class, pressurized metered-dose 
inhaler and short-acting β-2 agonist/inhaled corticosteroid.

However, the committee voted against albuterol/budesonide for 
children aged 4 to 11 years by 16 to 1, contending that the potential 
risks outweigh the benefits. Additionally, the committee voted against 
the use of albuterol/budesonide for patients aged 12 to 17 years 
by 9 to 8.

Albuterol/budesonide is an inhaled rescue medicine that com-
bines albuterol, also known as salbutamol, and budesonide, a cor-
ticosteroid. In the MANDALA phase 3 trial (NCT03769090), albuter-
ol/budesonide showed a reduced risk of severe exacerbation by 
27% in adolescents and adults. The investigators also observed a 
33% reduction in mean annualized total systemic corticosteroid 
exposure and a numerically higher odds of improved quality of life 
and symptom control after 34 weeks compared with albuterol res-
cue alone. The safety and tolerability were consistent with known 
trials, and the most common adverse events included headaches 
and nasopharyngitis.—Jill Murphy

Study: Dupilumab 
Reduces Severe Asthma 
Attacks in Children Aged 
6 to 11 Years
DUPILUMAB (DUPIXENT; REGENERON 
PHARMACEUTICALS) showed sustained 
improvement of lung function, according 
to the results of a new study. Analyzing 
efficacy and safety, investigators found 
that children aged 6 to 11 years had a low 
rate of severe asthma attacks while tak-
ing the medication and that when it was 
added to other asthma medications, dup-
ilumab could be a maintenance therapy.

Dupilumab is a fully human mono-
clonal antibody that inhibits signaling 
in central drivers of type 2 inflammation 
(IL-4 and IL-13 pathways.) This inflamma-
tion can cause asthma, atopic dermatitis, 
chronic rhinosinusitis with nasal polyposis, 
and eosinophilic esophagitis.

“These new data further support the 
consistent safety profile of long-term 
Dupixent…and its ability to provide sus-
tained improvements in lung function 
and reductions in asthma exacerbations 
in children as young as 6 years old,” 
principal study investigator Leonard 
B. Bacharier, MD, said in a statement. 
Bacharier is director of the Center 
for Pediatric Asthma Research at the 
Monroe Carell Jr Children’s Hospital at 
Vanderbilt University Medical Center in 
Nashville, Tennessee.

Approximately 75,000 children aged  
6 to 11 years have uncontrolled moderate  
to severe asthma in the United States.  
It is the most common chronic disease  
in children. Standard-of-care inhaler  
corticosteroids alone may not ease symp-
toms of breathing difficulty, coughing, 
and wheezing.

The safety results were consistent 
overall with the known safety profile. 
The most common adverse events 
included allergic rhinitis, diarrhea, eosin-
ophilia, influenza, injection site reactions, 
nasopharyngitis, pharyngitis, and upper 
respiratory tract infections.—Jill Murphy

Inhibiting Gene Expression in Calcium 
Channel Can Prevent Allergic Asthma

BLOCKING SIGNALS THROUGH THE calcium release-activated chan-
nel (CRAC) can suppress the most common form of asthma while 
maintaining the body’s defenses against influenza, according to the 
results of a study published in Science Advances. “Systemic appli-
cation of a CRAC blocker suppressed allergic airway inflammation 
without compromising immunity to influenza A virus infection, sug-
gesting that inhibition of SOCE [store-operated Ca2+ entry] is a poten-
tial treatment for allergic airway disease,” the study authors wrote.

Estimates show that asthma affects 25 million individuals in the 
United States, with the primary cause being inhalation of allergens. 
In patients with allergic asthma, deleting the ORAI1 gene in  
T cells with a CRAC inhibitor can suppress cells that inflame airways 
caused by dust mite allergens.

Investigators at the New York University Grossman School of 
Medicine in New York City made the discovery after removing a spe-
cific gene in the CRAC, which decreased the lung inflammation associ-
ated with allergic asthma in mice. It did not show any adverse effects 
in immune system function, which was their primary concern.

Investigators suggested that CM4620 (a CRAC inhibitor) functions 
in T cells but does not affect their antiviral immunity. “This suggests 
CRAC inhibition as a promising, potential future treatment approach 
for allergic airway disease,” the study authors wrote.—Davy James

Asthma Watch

FOR REFERENCES, GO TO PHARMACYTIMES.COM/PUBLICATIONS

INFECTIOUS DISEASE RESPIRATORY



62 pharmacytimes.com December 2022

b ro u g h t  to  yo u  by  t h e  s a s s y  p h a r m a c i s t

Check Online
PharmacyTimes.com will 
offer Pet Peeves, brought to 
you by The Sassy Pharmacist, 
in coming months.

What’s Bothering You?
Bossy patients, abandoned prescriptions, drive-through 

demands? We want to know! Send your pet peeves to 

cmollison@pharmacytimes.com. We’ll share them here and online.

Pet Peeves

i l lu st r at i o n  by  k i r s t i e  b e l l e  d i o n g z o n

Missed Your Shot
When a patient makes an 

appointment for a vaccine at 
the wrong store, then yells at a 
pharmacy employee about it.

No Need
Recommending COVID-19 boosters to 

patients who do not have them and they 
say, “Oh, no, I don’t need those. I’m 

fully vaccinated!”

Gone Fishing
When a customer pulls up to the drive-through, a pharmacy employee gives them 

the total, and they are fishing around for exact change when they pull up.
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Case Studies

CASE 1

CASE 1: Alcohol consumption can inhibit the metabolism 
of warfarin and thus increase the risk of bleeding.¹ A case-
control study compared alcohol consumption in 265 patients 
receiving warfarin, and the risk of major bleeding was increased 
with moderate to severe alcohol use and with heavy episodic 
drinking.² Given TD’s state of alcoholism and assuming that 
he doesn’t have decompensated cirrhosis, a direct-acting oral 
anticoagulant such as apixaban may be safer because apixaban 
is associated with a lower overall risk of gastrointestinal bleeding 
than warfarin. Despite a more favorable safety profile, it should 
be noted that when given with alcohol, all anticoagulants can 
increase a patient’s risk of bleeding. As such, efforts should 
be made to assist and counsel TD in getting treatment for 
alcoholism. If covered by his insurance plan, apixaban should be 
initiated once warfarin is discontinued and the INR falls below 2.3 

CASE 2: The pharmacist should advise that nirmatrelvir/ritonavir 
tablets must be swallowed whole. They cannot be chewed, 
crushed, or halved because ritonavir uses an amorphous solid 
dispersion technology to improve its oral bioavailability.1 This 
technology allows the drug’s molecules to dissociate from each 
other more rapidly when exposed to gastrointestinal fluids, 
thus enhancing absorption. The drug can then enter systemic 
circulation and exert its pharmacologic effect. However, if the 
formulation is manipulated in any way, overall bioavailability is 
lessened, increasing the risk of therapeutic failure. Unfortunately, 
no other dosage forms exist for this product, so prescribers 
must consider different treatment options on a case-by-case 
basis. Pharmacists and other health care providers should 
review the Do Not Crush List of the Institute for Safe 
Medication Practices.2

i l lu st r at i o n  by  k i r s t i e  b e l l e  d i o n g z o n

TD is a 64-year-old man who is visiting an 
anticoagulation clinic for routine international 
normalized ratio (INR) monitoring. He is receiving 
treatment for a pulmonary embolism with warfarin, 
which was started 6 months ago. TD’s INR goal 
is 2 to 3. At this office visit, his INR is 4.2. The 
pharmacist reviews TD’s chart and sees that he has 
a past medical history significant for alcoholism, 
benign prostate hyperplasia, and pulmonary 
embolism. He says he has been drinking about 
1 pint of hard liquor daily and has been going 
through episodes of relapse over the past several 
months. When reviewing his previous laboratory 
reports, the pharmacist sees that his past INRs are 
supratherapeutic whenever he reports a night of 
binge drinking.

Is warfarin the safest anticoagulant for 

this patient? 

KAT IRANI is a PharmD candidate at the University of Connecticut School 

of Pharmacy in Storrs.

STEFANIE C. NIGRO, PHARMD, BCACP, CDCES, is an associate clinical 

professor in the Department of Pharmacy Practice at the University of 

Connecticut School of Pharmacy.
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CASE 2

BY KAT IRANI AND STEFANIE C. NIGRO, PHARMD, BCACP, CDCES

Answers

CASE 2

A community pharmacist receives a call from 
a local nurse practitioner (NP) asking whether 
nirmatrelvir/ritonavir (Paxlovid) can be crushed 
and administered via G tube. 

How should the pharmacist respond?

FOR REFERENCES, GO TO PHARMACYTIMES.COM/PUBLICATIONS.



66 pharmacytimes.com December 2022

Fun Facts

Q : Can eating turkey make 
you sleepy?

A: It is not just a myth: The tryptophan 
found in turkey can help regulate 

tiredness, according to recent data.1 

Tryptophan is the precursor to serotonin, 
a neurotransmitter that regulates mood, 
pain, and sleep with its mildly sedative 
properties. Additionally, tryptophan is the 
precursor to melatonin, a hormone that 
regulates sleep and wake cycles.

But tryptophan’s effects on depression 
and mood are not as well understood. In 
a study published by the National Library 
of Medicine, investigators found that 
“increasing dietary intake of tryptophan 
may affect depression and mood scores 
of healthy participants, resulting in less 
depressive symptoms and better 
mood states.”2

Further, a diet low in tryptophan can 
exacerbate anxiety and irritability in 
individuals.2 Supplementation with 
tryptophan may not work as effectively as 
a selective serotonin reuptake inhibitor, a 
common antidepressant medication, but it 
still may help alleviate symptoms.2

It takes 5 g of pharmaceutical-dosed 
tryptophan to improve adults’ sleep.3 
Translated to the Thanksgiving dinner table, 
that means an individual would need to eat 
an average of 18 servings of turkey to meet 
the pharmaceutical dose.3 But even your 
grandmother doesn’t expect you to eat 
that much.

Q : How does the psychedelic 
drug ketamine affect the brain?

A: The psychedelic 3,4-methylenedioxy-

methamphetamine (MDMA), also known 

as ketamine or the street drug ecstacy, can 
resensitize the brain, according to research 
from investigators at Johns Hopkins University 
in Baltimore, Maryland. Investigators are 
focusing on its use in treating addiction, 
anxiety, depression, and posttraumatic 
stress disorder.

“Neuroscientists have been dreaming of 
having this master key for 50 years. If we have 
finally found it, the possibilities for using it 
therapeutically are enormous,” said Gül Dölen, 
MD, PhD, a Johns Hopkins associate professor of 
neuroscience who is at the forefront of 
these studies.

The period between the ages of 12 and 
14 years is a critical time for social reward 
learning, or the positive feelings developed 
toward places and things associated 
with individuals we love, according to 
the investigators.

Using mice models, investigators found 
that mice stopped social reward learning at 
adulthood, just as adults do. However, MDMA 
was observed to reopen the critical period; it 
was previously believed that once this period 
closed, it closed permanently. 

Reinstating the critical period may have 
a great impact on mental health disorders 
because it can “restore the ability to induce 
oxytocin-mediated plasticity,” Dölen said in an 
interview with Nature.
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Therapeutic Strategies for Bipolar Disorder: 
Recognizing the Intricacies in Disease 
Management and Considerations for Pharmacists 
Across Practice Settings

EDUCATIONAL OBJECTIVES

At the completion of this activity, the participant will be able to:

•   Explain the clinical burden and treatment challenges associated with bipolar disorder 

•   Examine clinical trial evidence related to current and emerging therapies for the 
management of bipolar disorder 

•   Construct individualized treatment plans for the management of bipolar disorder 

•   Identify strategies to enhance patient care in the setting of bipolar disorder 

TARGET AUDIENCE: Pharmacists
ACTIVITY TYPE: Application
RELEASE DATE: December 1, 2022
EXPIRATION DATE: December 1, 2023
ESTIMATED TIME TO COMPLETE ACTIVITY: 2.0 hours
FEE: This lesson is offered for free at www.pharmacytimes.org.

Pharmacy Times Continuing Education™ is accredited by the Accreditation 
Council for Pharmacy Education (ACPE) as a provider of continuing 
pharmacy education. This activity is approved for 2.0 contact hours (0.20 
CEU) under the ACPE universal activity number 0290-0000-22-559-H01-P. 
The activity is available for CE credit through December 1, 2023.

Introduction
Bipolar disorder affects an estimated 
2.8% of adults in the United States 
each year, with an estimated lifetime 
prevalence of 4.4% in adults and 2.9% 
in adolescents. Furthermore, 82.9% of 
individuals with bipolar disorder have 
significant impairment in their daily 
lives.1 Due to the chronic nature of this 
disease, long-term pharmacologic treat-
ment is often recommended to maintain 
mental wellness, although up to 50% of 
patients will not be fully adherent to their 
medication regimens.2 People living with 
bipolar disorder also have an increased 
risk for metabolic disturbances, such as 
type 2 diabetes and obesity, and twice 
the risk of mortality due to cardiovas-
cular disease, resulting in an estimated 
15–25-year shorter life expectancy 
than the general population.3,4 Given its 
commonality, chronicity, and level of 

disease burden, pharmacists in all prac-
tice settings should be aware of the most 
up-to-date, evidence-based treatment 
options to promote appropriate care for 
patients with bipolar disorder.

Disease Overview
Bipolar disorder carries a high economic, 
societal, and personal burden. It is ranked 
as the 28th leading cause of disability 
worldwide, as measured by years lived 
with disability, and 12th overall cause of 
disability for individuals aged 15 to 24 
years.5 An estimated $195 billion is spent 
annually in the United States on direct and 
indirect costs related to bipolar disorder.6 

Additionally, most patients (approxi-
mately 90%) will have at least one 
psychiatric or medical comorbidity, with 
the most common psychiatric comorbidi-
ties being anxiety disorders (70%-90%), 
substance use disorders (30%-50%), and 
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attention-deficit/hyperactivity disorder (25%-45%).7 Patients 
with bipolar disorder are also at an increased risk of suicide, 
with an estimated 6% to 7% rate of suicide-related mortality.2

As with most psychiatric disease states, the pathophysiology 
underlying bipolar disorder is largely unknown; however, 
research has demonstrated abnormalities in gray and white 
matter, immune-inflammatory changes, and abnormalities in 
neurotransmitter signaling as potential contributors. This has led 
some experts to hypothesize that an alteration in white matter 
in the limbic system, perhaps by an immune or inflammatory-
mediated insult, leads to destabilized neurotransmitter signaling, 
particularly with dopamine and serotonin.8 Bipolar disorder is 
also considered highly heritable, but genetically heterogeneous. 
Patients with a family history of bipolar disorder also have an 
increased risk of other psychiatric disorders, particularly schizo-
phrenia, autism spectrum disorder, and depression.9

Stigma is being increasingly recognized as a major contributor 
to the disease burden in bipolar disorder. Public stigma, such 

as stereotypes, prejudice, and discrimination, is associated with 
greater functional impairment, increased anxiety, and poorer 
work-related outcomes in individuals with bipolar disorder. 
Self-stigma, or the internalization of negative stereotypes and 
beliefs, has also been associated with greater functional impair-
ment, and greater depressive and anxiety symptoms, particularly 
in younger patients.10

Clinical Presentation
The 2 most prevalent forms of bipolar disorder are catego-
rized as bipolar type I (BDI) and bipolar type II (BDII). BDI 
is characterized by intermittent episodes of mania, hypo-
mania, and depression, with at least 1 lifetime manic episode 
required as part of the diagnosis. BDII is similarly charac-
terized by intermittent mood episodes, but the diagnosis 
requires the presence of at least 1 hypomanic and 1 depres-
sive episode throughout the patient’s life, without any history 
of mania.11 Mania can be described as a distinctly and persis-
tently elevated, expansive, or irritable mood accompanied by 
increased energy or activity for at least 1 week. Hypomania is 
very similar in nature to mania; however, symptoms are less 
severe and of shorter duration. TABLE 111 lists the diagnostic 
criteria for both manic and hypomanic episodes. 

Depression is common in both types of bipolar disorder 
(although its presence is only required in BDII). The diagnostic 
criteria for a depressive episode in bipolar disorder is equivalent 
to that of major depressive disorder (TABLE 211). While mania/
hypomania is a defining feature of bipolar disorder, depression 
is typically more pervasive and impairing for patients and their 
families. Depressive symptoms account for higher costs related 
to lost work productivity, and greater impairments in functioning 
and quality of life.12

The onset of bipolar disorder typically occurs in late adoles-
cence or early adulthood.1 Many patients initially present for 
treatment in a depressive episode, which makes differentiating 
the diagnosis from major depressive disorder difficult. A recent 
large-scale study, the Data from Health Outcomes and Patient 
Evaluations in Bipolar Disorder (HOPE-BD) study, found that 
patients with BDI had an average delay in diagnosis of 5 years, 
while patients with BDII had an average delay of 11 years. 
Having a depressive episode as the first episode predicted a 
longer delay in diagnosis for patients with BDI.13 Some factors 
that may point toward a diagnosis of bipolar disorder in a patient 
presenting with depression include a family history of bipolar 
disorder, psychotic features, atypical symptoms such as hyper-

TABLE 1. DIAGNOSTIC CRITERIA FOR A MANIC OR HYPOMANIC 
EPISODE11

Mania Hypomania

Sustained period of abnormally 
elevated, expansive, or 
irritable mood AND increased 
energy or activity lasting 
at least 1 week or requiring 
hospitalization

Sustained period of 
abnormally elevated, 
expansive, or irritable 
mood AND increased 
energy or activity lasting 
at least 4 consecutive days

There is significant impairment 
socially or occupationally, 
risk for harm to self or others 
requiring hospitalization, or 
psychotic symptoms

The episode is not 
severe enough to cause 
significant social or 
occupational impairment 
and does not require 
hospitalization

No psychotic features (eg, 
delusions, hallucinations) 
are present

Three or more of the following symptoms (or 4 if the mood 
is irritable only):

•  Greatly elevated self-esteem
•  Feeling energetic despite sleeping less
•  Pressured speech or talkativeness
•  Racing thoughts or flight of ideas
•  Easily distracted
•  Psychomotor agitation or increased goal-directed 

activity
•  Impulsive behavior that may be dangerous or harmful

The mood symptoms are not caused by a substance or 
other medical condition
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somnia, hyperphagia, and leaden paralysis, and earlier age of 
onset of symptoms.2 Validated screening tools are available 
to aid in the correct diagnosis of bipolar disorder, such as the 
Mood Disorders Questionnaire and the Hypomania Checklist 
32, although a thorough evaluation is necessary.7

Additionally, specifiers may be added to the diagnosis of 
bipolar disorder, which may be helpful in guiding treatment 
decisions. These include psychotic features (such as hallucina-
tions or delusions), anxious distress, or mixed features, defined 
as the presence of 3 or more mood symptoms of the opposing 
mood state. For example, a patient with mania with mixed 
features will meet the full criteria for a manic episode but will 
also present with at least 3 depressive symptoms concurrently. 
Rapid cycling is another specifier that is defined by the patient 
having at least 4 distinct mood episodes within a 1-year period.11

STAR*

What are the current challenges and unmet needs when 
treating patients with bipolar disorder?

*S = Stop; T = Think; A = Assess; R = Review

Treatment Challenges and Unmet Needs
As previously mentioned, a delay in the diagnosis of bipolar 
disorder is common, with longer delays associated with 
greater risk of suicide attempts and comorbid anxiety disor-
ders.13 There are also racial disparities in accurately diag-
nosing patients, with those of African ancestry more likely to 
be misdiagnosed with another illness such as schizophrenia.14 
Even when an appropriate diagnosis is made, several addi-
tional treatment challenges exist for patients with bipolar 
disorder such as inadequate treatment efficacy (particularly 
for bipolar depression and patients with mixed features), 
complexity of treatment regimens (more than half of patients 
in 1 large survey were taking 3 or more medications for their 
bipolar disorder), concerns about adverse effects (particu-
larly weight gain), and medication nonadherence.15

The prevalence of treatment resistance in bipolar disorder is 
difficult to quantify, as the definition often varies across studies. 
Acute depressive episodes can be especially challenging. In 
1 multicenter study, 38% of patients with bipolar depression 
were found to be resistant to standard treatment.16 Treatment 
resistance is associated with higher risk of suicide attempt, 
hospitalization, polypharmacy, and greater use of health care 
services.17 Unfortunately, there are very few evidence-based 
options for treatment-resistant bipolar disorder, with a recent 

meta-analysis finding significant evidence only for ketamine 
and electroconvulsive therapy for treatment-resistant bipolar 
depression, and clozapine for treatment-resistant mania.17

Further complicating the treatment of bipolar depression 
is the risk of treatment-emergent affective switch to mania in 
patients who are treated with antidepressants. Rates of treat-
ment-emergent mania vary depending on study design, with 
rates as high as 30.9% in retrospective and cross-sectional 
studies.18 For this reason, antidepressant monotherapy is not 
recommended in patients with bipolar disorder, particularly in 
patients with BDI.2,19 

Patients with mixed features also present a challenge for clini-
cians, as there are very few evidence-based options available. A 
recent systematic review found that an average of 35% of patients 
with bipolar disorder present with mixed features.20 Patients 
with mixed features tend to have an earlier age of symptom 
onset and may be at greater risk for hospitalization, medical 
and psychiatric comorbidities, poorer treatment response, more 
frequent and severe episodes, and suicide attempts.21 Here too, 
antidepressants are often ineffective and may pose risks such as 
inducing or worsening mixed features. Second-generation anti-
psychotics (SGAs) have demonstrated efficacy in patients with 
mixed features and may be preferred options.21 Patients with 
bipolar disorder taking antidepressants should be monitored for 
the emergence of manic or mixed features, and antidepressants 
should be discontinued if such symptoms develop.21,22

TABLE 2. DIAGNOSTIC CRITERIA FOR A MAJOR DEPRESSIVE 
EPISODE11

At least 5 of the following symptoms present during 
a 2-week period (at least 1 of the symptoms must be 
depressed mood or loss of interest or pleasure)

•  Depressed mood
•  Decreased interest in activities
•  Appetite changes or significant unintended weight loss 

or gain
•  Decreased or increased sleep
•  Psychomotor changes (agitation or retardation) that are 

noticeable by others
•  Decreased energy or fatigue
•  Excessive guilt or feelings of worthlessness
•  Decreased ability to concentrate or make decisions
•  Persistent thoughts of death or suicidal thoughts 

or behaviors

The symptoms are impairing socially, occupationally, or in 
other areas or cause significant distress.

The mood symptoms are not caused by a substance or 
other medical condition.
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Adverse effects of medications are a significant concern for 
patients with bipolar disorder. In a survey of 469 patients with 
bipolar disorder, the adverse effect rated most concerning for 
patients was weight gain (46.4% for mood stabilizers, 33.3% for 
antipsychotics). The second highest rated concern for patients 
regarding mood stabilizers was effects on the liver or kidneys 
(36.1%). With antipsychotics, other common concerns included 
parkinsonian symptoms (17%), sedation (14%), akathisia/
restlessness (9.7%), and metabolic adverse effects, including 
diabetes (9%). These adverse effect concerns may contribute to 
medication nonadherence.15

A recent review of medication adherence rates in bipolar 
disorder found nonadherence rates of 20% to 50% in most 
studies, with some reporting rates as high as 70%.23 Medication 
nonadherence in bipolar disorder has been associated with an 
increased risk of symptom relapse, hospitalization, and suicide 
attempts, as well as higher overall treatment costs. Factors 
associated with medication nonadherence include poor patient 
insight regarding their bipolar illness, negative attitudes toward 
medication, adverse effects, complex regimens, rapid cycling, 
comorbid substance abuse, and poor therapeutic alliance with 
the treatment provider.24 

Additional unmet needs in the treatment of bipolar disorder 
include access to and affordability of treatment. In the previ-
ously mentioned survey of patients with bipolar disorder, 20.3% 
of patients rated access to treatment as the greatest unmet need, 
while 19.3% cited affordability of treatment. Only treatment 
of depression was ranked higher, with 33.3% choosing this 
option.15 Pharmacists are essential in helping patients achieve 
affordable and accessible medication treatment.

Treatment Options
Treatment Guidelines
The overall goals of treatment for patients with bipolar 
disorder include management of acute symptoms, prevention 
of symptom recurrence, and functional recovery, as well as 
personal treatment goals decided on by the patient and their 
treatment team (eg, improved interpersonal relationships, 
returning to work).19,25 While nonpharmacologic treatments 
such as cognitive behavioral therapy or family-focused 
therapy are helpful in achieving these psychosocial goals, 
medication treatment is the primary intervention for acute 
symptom improvement.2,25 When deciding on a medication 
regimen, the treatment team needs to consider not only the 
medication(s)’ appropriateness for the acute symptoms, but 
efficacy, safety, and tolerability for long-term maintenance 

use as well.19 Full remission of symptoms is important, as the 
presence of residual symptoms increases the risk of relapse, 
more severe disability, and worse overall outcome.26

The American Psychiatric Association guidelines for bipolar 
disorder have not had a significant update since 2005, and so 
they are considered “legacy guidelines” by the organization.27 
Several other organizations have published guidelines more 
recently.2,19,25,28 Key recommendations from these guidelines 
are summarized in TABLE 3.2,19,25,28 The Canadian Network for 
Mood and Anxiety Treatments and International Society for 
Bipolar Disorders (ISBD) also recently published recommen-
dations specifically for patients with mixed features. While no 
medication met the threshold criteria for first-line treatment, 
second-line treatment options for mania with mixed features 
include asenapine, cariprazine, divalproex, and aripiprazole. 
Cariprazine and lurasidone are second-line options for depres-
sion with mixed features.21

Additionally, the Agency for Healthcare Research and Quality 
published a systematic comparative effectiveness review of 
bipolar disorder treatments. They found that for the treatment 
of acute mania, effective treatment options included lithium, 
asenapine, cariprazine, olanzapine, quetiapine, risperidone, and 
ziprasidone. They also noted that patients taking an SGA (apart 
from quetiapine) reported more extrapyramidal symptoms 
(EPS) and that patients on olanzapine reported more weight gain 
compared to placebo. For depression, they found insufficient 
evidence for drug treatment, and for maintenance treatment, 
lithium was found to prevent relapse in BDI.29

Acute Mania/Hypomania Treatments
For the management of acute manic episodes, several of 
the SGAs as well as lithium and valproate/divalproex are 
considered effective treatment options. For more severe 
manic episodes that may require hospitalization, a combina-
tion of an SGA and lithium or divalproex may be preferred. 
Patients with less severe symptoms or hypomania can likely 
be managed with either an SGA or lithium or divalproex as 
monotherapy.2,19,25,28 

FDA-approved treatment options for mania and their adverse 
effects are included in TABLE 4.2,30-33 A recent meta-analysis 
confirmed that each of these options can be effective in the 
treatment of mania, although only aripiprazole, olanzapine, 
quetiapine, and risperidone had lower rates of all-cause discon-
tinuation than placebo.34 When selecting treatment for an indi-
vidual patient, factors such as tolerability, previous medication 
response, patient preference, and efficacy for maintenance 
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TABLE 3. BIPOLAR DISORDER TREATMENT GUIDELINES: MEDICATION RECOMMENDATIONS2,19,25,28

Canadian Network for Mood 
and Anxiety Treatments 
(CANMAT) and International 
Society for Bipolar Disorders 
(ISBD) 2018 guidelines

Florida Center for 
Behavioral Health 
Improvements and 
Solutions (FCBHIS) 2019-
2020 guideline

National Institute 
of Health and 
Care Excellence 
(NICE) 2020 
guideline

The 2020 Royal Australian 
and New Zealand College 
of Psychiatrists (ANZCP) 
guidelines

Acute mania/ 
hypomania

First-line options for 
monotherapy: 
Li, quetiapine, DVP, 
asenapine, aripiprazole, 
paliperidone (>6 mg), 
risperidone, cariprazine

First-line combination 
options: SGA (quetiapine, 
aripiprazole, risperidone, 
asenapine) + Li/DVP

Second line: olanzapine,a 
carbamazepine,a olanzapine + 
Li/DVP,a lithium + divalproex, 
ziprasidone,a haloperidol,a 
ECT

Level 1A:
Mild-moderate severity: 
monotherapy with Li,b 
aripiprazole, asenapine, 
DVP,b quetiapine, 
risperidone, ziprasidone, 
or cariprazine

Severe/requiring 
hospitalization: (Li/ DVPb 
+ aripiprazole, asenapine, 
quetiapine, or risperidone; 
consider ECT

Level 1B (if level 1A 
ineffective and/or not 
tolerated): monotherapy 
with haloperidol or 
olanzapine

Recommended: 
antipsychotic 
(haloperidol, 
olanzapine, 
quetiapine, or 
risperidone) ± Li

If above ineffective 
or not tolerated: 
switch to alternate 
antipsychotic from 
above

Choice agents: SGA 
(aripiprazole, asenapine, 
risperidone, or quetiapine) ± 
Li/DVP

Alternatives: (carbamazepine, 
ziprasidone, haloperidol or 
olanzapinea) ± Li ± DVP

Acute 
depressive 
episodes

First line: quetiapine, 
lurasidone ± Li/DVP, lithium, 
lamotrigine

Second line: divalproex, 
SSRIs/bupropion 
(adjunctive), ECT, cariprazine, 
olanzapine + fluoxetine

Level 1: monotherapy with 
lurasidone,c cariprazine,c 
lamotrigine,b quetiapine 
(BDII), or Li OR lurasidone 
or lamotrigineb + Li/DVPb

Level 2 (if level 1 is 
ineffective and/or not 
tolerated): DVPb + 
lurasidone, olanzapine 
+ fluoxetine (BDI) or 
combination of 2 level 
1 medications (not 2 
antipsychotics)

Recommended: 
quetiapine, 
fluoxetine ± 
olanzapine, or 
lamotrigine; if 
patient already on 
Li, optimize dose

Choice agents (in preferential 
order): lithium, lamotrigine, 
DVP, quetiapine, lurasidone, 
cariprazine

Alternatives: any 
combination of 2 or 
3 of the following: Li/
DVP/lamotrigine ± 
SGA ± antidepressant 
(combinations of >1 SGA 
or antidepressant not 
recommended)

Maintenance First line: lithium, quetiapine, 
DVP, lamotrigine, asenapine, 
quetiapine + Li/DVP, 
aripiprazole + Li/DVP, 
aripiprazole monotherapy, 
aripiprazole monohydrate LAI

Second line: olanzapine,a 
risperidone LAI, risperidone 
LAI (adjunctive), 
carbamazepine, paliperidone 
(>6 mg), lurasidone + Li/DVP, 
ziprasidone + Li/DVP

Level 1: monotherapy 
with Li,b quetiapine, 
lamotrigine, DVP,b 
aripiprazole (PO or 
LAI), risperidone LAI, or 
asenapine OR Li/DVPb + 
quetiapine or ziprasidone

Level 2A (if level 1 is 
ineffective and/or not 
tolerated): olanzapine 
monotherapy OR Li/DVPb 
+ olanzapine

Recommended: Li

If above ineffective 
or not tolerated: 
DVP,b olanzapine 
or quetiapine

Choice agents: Li, 
DVP, quetiapine, 
asenapine, aripiprazole 
(if preponderance of 
mania), lamotrigine 
(if preponderance of 
depression); most often a 
combination is needed, with 
most effective being Li + 
quetiapine, DVP + quetiapine, 
or Li + aripiprazole (PO or 
LAI)

Alternatives: carbamazepine, 
olanzapine,a paliperidone, 
risperidone ± Li/DVPb/
lamotrigine

BDI, bipolar I disorder; BDII, bipolar II disorder; DVP, divalproex; ECT, electroconvulsive therapy; LAI, long-acting injectable; Li, lithium; PO, by mouth; SGA, second-
generation antipsychotic; SSRI, selective serotonin reuptake inhibitor. 
aConsidered second line due to safety/tolerability concerns.
bCaution in women of childbearing age due to potential teratogenic effects.
cPreferred due to superior metabolic adverse effect profile.
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treatment should be considered. The CANMAT/ISBD 2016 
guideline ranks its medication recommendations in a hierar-
chical manner considering efficacy for acute mania, efficacy 
in maintenance, and safety/tolerability, among other factors. 
Patients with psychotic features, for example, should generally 
be managed with a combination of a mood stabilizer and an 
antipsychotic. If a patient does not respond to initial treatment 
within 1 to 2 weeks despite adequate adherence and dosing, 
switching to an alternative treatment or adding an additional 
agent should be considered.21 

Another important aspect of managing mania, particularly 
in the inpatient setting, is managing agitation, which is defined 
as a feeling of inner tension accompanied by excessive motor 
activity. In severe cases, agitation may present in the form of 
threatening or aggressive behaviors, in which case prompt 
assessment and management are required.2 FDA-approved 
treatment options for acute agitation in bipolar disorder include 
intramuscular olanzapine, loxapine inhalation powder, and 
dexmedetomidine sublingual film, although intramuscular 
benzodiazepines, haloperidol, or ziprasidone and oral antipsy-
chotics or benzodiazepines may be used off-label.2,35 

Depression Treatment
Acute depression treatment in bipolar disorder typically 
consists of an SGA (see list of FDA-approved options in 
TABLE 42,30-33), lithium, or lamotrigine or a combination of 
these.2,19,25,28 Lithium is typically not recommended as a first-
choice treatment for depression and a recent meta-analysis 
did not find it to be statistically more effective than placebo.36 

While each of the other options may be effective in managing 
depressive symptoms, each carry their own adverse effect 
profiles (see TABLE 42,30-33). Therefore, selecting an indi-
vidualized treatment based on the patient’s unique needs and 
concerns is recommended.37 For example, if a patient has 
concerns about weight gain, a medication that is associated 
with less weight gain, such as lurasidone or lamotrigine, may 
be preferable. Additionally, SGAs may have a more rapid 
response and therefore may be preferable in more severely 
depressed patients, although this faster response needs to 
be balanced with long-term tolerability concerns.2 SGAs, 
particularly cariprazine and lurasidone, may be preferred in 
patients with depression with mixed features as well.21

As mentioned previously, antidepressants have a more contro-
versial role in the treatment of bipolar depression. Not only do 
they carry a risk of treatment-emergent mania, but they may also 
increase the risk of rapid cycling with long-term use; however, 

study data are inconsistent.37 Furthermore, antidepressants may 
not provide any added benefit over first-line options. In a meta-
analysis of 19 randomized controlled trials in 2587 patients with 
bipolar disorder (1267 with BDI, 280 with BDII, 1040 unspeci-
fied), the use of adjunctive antidepressants did not have a statis-
tically significantly greater rate of response than use of a mood 
stabilizer or antipsychotic alone (59.2% vs 51.2%; RR, 1.10; 
95% CI, 0.98-1.23).38

Many advocate for avoiding antidepressants altogether; 
however, their use in clinical practice is common, possibly due 
to their relatively mild adverse effect profile.37 The use of anti-
depressants may have a better benefit-to-risk ratio in patients 
with BDII than BDI. A recent meta-analysis of antidepressant 
monotherapy in BDII found that short-term use of venlafaxine 
or sertraline was effective without significant tolerability issues, 
including affective switch, and lower rates of discontinuation 
due to adverse effects than lithium.39 Antidepressants may also 
be considered as adjunctive treatment in patients who do not 
respond to initial treatment.2

Maintenance Treatment 
Once a patient is clinically stable, long-term treatment with an 
SGA and/or mood stabilizer (lithium, valproate/divalproex, 
lamotrigine) is generally recommended to reduce the risk of 
symptom relapse.2,19,25,28 In a meta-analysis of double-blind, 
randomized placebo-controlled trials, patients who continued 
on a mood stabilizing medication had 39% lower relative risk 
of recurrence of any mood episode at 6 months compared 
with patients who discontinued treatment. Maintenance treat-
ment continued to prevent recurrence at each observed time 
point over the 24-month follow-up period.40 However, most 
mood stabilizing medications appear to be more effective at 
preventing mania than depression.41

Lithium is often recommended as a first-line option for 
maintenance treatment, as it is one of the most studied interven-
tions, and may reduce the risk of suicide in patients with mood 
disorders.41,42 Additionally, lithium may have neuroprotective 
effects when used long term, possibly related to its efficacy in 
protecting against manic episodes.43 Despite its benefits, lithium 
may be underutilized in clinical practice due to concerns about 
long-term adverse effects on renal and thyroid function, as 
well as weight gain. 

In patients who are stabilized acutely with more than 1 
medication, it is unclear how long combination therapy should 
be continued. In a meta-analysis of 8 studies comparing SGA 
discontinuation with continued treatment in patients who were 
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stabilized on a combination of an SGA and a mood stabilizer, 
patients who continued combination treatment had lower risk 
of recurrence of any mood episode at every observed time point 
over a 12-month follow-up period. In particular, the combination 
of aripiprazole or quetiapine with a mood stabilizer (lithium, 
valproate, or lamotrigine) was significantly superior to placebo 
at 6 months.44 Overall, patient preferences and long-term toler-
ability should be balanced with efficacy when considering main-
tenance treatment options (see TABLE 42,30-33).

Rapid Cycling
Treatment guidelines for bipolar disorder do not specifi-
cally recommend a particular medication treatment for rapid 
cycling but do note that combination treatment is often neces-
sary, and antidepressants should generally be avoided.2,25 A 
recent systematic review analyzed 16 publications to deter-
mine evidence-based treatment options for patients with 
rapid cycling. In their review, the authors found that aripipra-
zole, olanzapine, and valproate are effective for acute manic 

TABLE 4. FDA-APPROVED TREATMENT OPTIONS FOR BIPOLAR DISORDER2,30-33

Medication (brand name) FDA-approved indications Adverse effects

Lithium (Lithobid) Mania/maintenance therapy
Hypothyroidism, renal toxicity, tremors, weight gain, 
polyuria, polydipsia, teratogenic effects, toxicity 
(N/V/D, confusion, coarse tremors)

Carbamazepine (Carbatral, 
Epitol, Equetro, Tegretol)

Mania or mixed episodes
Rash (including SJS), hepatotoxicity, agranulocytosis, 
teratogenic effects, significant drug interactions 
(potent CYP inducer)

Divalproex (Depakote) Mania
GI side effects, sedation, weight gain, hepatotoxicity, 
thrombocytopenia, teratogenic effects

Lamotrigine (Lamictal) Maintenance therapy Nausea, rash, including SJS

Aripiprazole (Abilify)
Mania/mixed episodes/maintenance 
therapy

Lower metabolic risk, akathisiaAripiprazole once monthly 
injection (LAI) (Abilify 
Maintena)

Maintenance therapy

Asenapine (Saphris)
Mania or mixed episodes/maintenance 
therapy

Lower metabolic risk, dysgeusia

Cariprazine (Vraylar) Mania, depression, and mixed episodes Lower metabolic risk, akathisia

Chlorpromazine (Thorazine) Mania Depression, sedation, orthostasis, anticholinergic, EPS

Lumateperone (Caplyta) Depression Lower metabolic risk, sedation, dizziness, nausea

Lurasidone (Latuda) Depression Lower metabolic risk, akathisia, sedation, nausea

Olanzapine (Zyprexa)
Mania or mixed episodes/maintenance 
therapy High risk for weight gain and metabolic effects, 

drowsinessOlanzapine/fluoxetine 
(Symbyax)

Depression

Olanzapine/samidorphan 
(Lybalvi)

Mania or mixed episodes/maintenance 
therapy

Somnolence, dry mouth, may have less risk of long-
term weight gain than olanzapine monotherapy, 
unclear effect on glucose/lipids

Quetiapine (Seroquel)
Mania, depression, mixed episodes, and 
maintenance therapy

Moderate risk for weight gain and metabolic effects, 
sedation

Risperidone (Risperdal) Mania or mixed episodes EPS, moderate risk for weight gain and metabolic 
effects, hyperprolactinemia, menstrual irregularities, 
gynecomastia

Risperidone microspheres 
(LAI) (Risperdal Consta)

Maintenance

Ziprasidone (Geodon)
Mania, mixed episodes, and 
maintenance therapy

Lower metabolic risk, warning for QTc prolongation

BDI, bipolar I disorder; BDII, bipolar II disorder; CYP, cytochrome P450; EPS, extrapyramidal symptoms; GI, gastrointestinal; LAI, long-acting injectable; N/V/D, 
nausea, vomiting, diarrhea; SJS, Stevens-Johnson syndrome.
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or mixed episodes, quetiapine for acute depressive episodes, 
and aripiprazole and lamotrigine for maintenance treatment.45 
A separate meta-analysis of 23 studies had similar results for 
mania, with quetiapine, olanzapine, and aripiprazole showing 
efficacy, but the medications that were significantly effec-
tive for depression in this analysis were olanzapine with 
or without fluoxetine, citalopram, and venlafaxine.46 This 
creates conflict with guideline recommendations regarding 
antidepressant use in patients with rapid cycling.2 The authors 
of both publications agreed that there is a lack of adequate 
studies and further research is necessary.45,46

STAR

What are the new novel agents indicated for the 
management of bipolar disorder?

New and Emerging Treatments
Recently Approved Treatments
Olanzapine/samidorphan, a combination of an SGA and 
an opioid antagonist, was approved for the treatment of 
acute manic or mixed episodes as monotherapy or adjunc-
tive to lithium or valproate and maintenance monotherapy 
of bipolar disorder in June 2021.31,47 Approval was based 
on clinical trials of olanzapine/samidorphan for the treat-
ment of schizophrenia and earlier studies of olanzapine 
monotherapy for bipolar disorder. Samidorphan is thought 
to reduce antipsychotic-induced weight gain by reducing 
food cravings, particularly for sweet and high-calorie foods. 
Combination with olanzapine, which has well-established 
efficacy in bipolar disorder, but also has a well-established 
risk of significant weight gain (22%-86% of patients in 
clinical studies), was associated with significantly less 
weight gain and smaller increases in waist circumference 
compared to olanzapine alone in the clinical trials in patients 
with schizophrenia. Although weight gain was still seen 
with olanzapine/samidorphan, these patients had 50% lower 
risk of clinically meaningful weight gain (≥ 7% and ≥10%) 
and clinically meaningful waist circumference increase 
(≥5 cm) compared to olanzapine monotherapy. The differ-
ence in weight gain was seen starting around week 6, with 
patients in the olanzapine/samidorphan and olanzapine 
monotherapy groups gaining similar amounts of weight 
up until that time point. No differences were seen between 
the groups in other metabolic parameters such as glucose, 
insulin, or lipids.48

The most common adverse effects seen in clinical trials 
with olanzapine/samidorphan include weight gain (18.7%-
24.8%), somnolence (9%-29%), and dry mouth (7.5-12.8%). 
Additional adverse effects reported in >5% of patients in 1 
study each include sedation (12%), increased appetite (10.9%), 
dizziness (9%), constipation (7%), anxiety (6%), and headache 
(6%). There are several clinically important drug interac-
tions to consider with this product. Strong CYP1A2 inducers 
or inhibitors may affect olanzapine plasma concentrations, so 
adjustment of the olanzapine dose may be warranted. The use 
of olanzapine/samidorphan is not recommended with strong 
CYP3A4 inhibitors and its use is contraindicated with opioids. 
Patients should also be cautioned about the potential risk of 
acute opioid withdrawal with concurrent opioid use and risk of 
opioid overdose if high or repeated doses of opioids are used. If 
a patient requires treatment with an opioid, such as for surgery, 
olanzapine/samidorphan should be discontinued about a week 
before the start of the opioid. Olanzapine monotherapy can be 
used during this time. Additionally, other opioid antagonists 
such as naltrexone should not be used concurrently with olan-
zapine/samidorphan and should be discontinued about a week 
before starting this medication.48

Lumateperone, an SGA, received FDA approval for the treat-
ment of bipolar depression in December 2021. It is indicated both 
as monotherapy or adjunctive to lithium or valproate for patients 
with BDI or BDII.49 In a phase 3 randomized, double-blind 
placebo-controlled trial of 377 patients with bipolar depression, 
those treated with lumateperone 42 mg once daily demonstrated 
a significantly greater reduction in the Montgomery-Åsberg 
Depression Rating Scale (MADRS), a commonly used rating 
scale for the evaluation of depression, compared to placebo at 
the end of 6 weeks (least squares mean difference of -4.6 points; 
95% CI, -6.34 to -2.83; effect size, -0.56; P <.0001). The effect 
size seen in this study is comparable to previously reported 
studies of quetiapine for bipolar depression (-0.45 to -0.54). 
The most commonly reported adverse effects were somnolence 
(8.5% vs 1.1% with placebo) and nausea (6.4% vs 2.1%).50  

One potential advantage of lumateperone over other bipolar 
depression options such as quetiapine is its favorable metabolic 
profile. A recently published systematic review of 3 randomized, 
placebo-controlled studies and 2 open-label studies of lumate-
perone for bipolar disorder or schizophrenia concluded that 
lumateperone is associated with minimal to no weight changes.51 
While dose titration with lumateperone is not required, lower 
doses are recommended for patients taking moderate or strong 
CYP3A4 inhibitors (21 mg/day and 10.5 mg/day, respectively) 
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and use is not recommended in patients taking strong CYP3A4 
inducers. Patients with hepatic impairment (Child-Pugh class 
B or C) should also be treated with a lower dose of 21 mg/
day.33 Lumateperone is also currently being investigated for the 
management of mixed features associated with bipolar depres-
sion and major depressive disorder.52 

Additional SGAs that are currently being investigated for 
one or more phases of bipolar disorder include cariprazine and 
iloperidone. Cariprazine was first approved for schizophrenia 
in 2015 but is also now approved for the treatment of manic, 
mixed, or depressive episodes of BDI.53 A phase 3 trial of 
cariprazine 3 mg/day for relapse prevention in bipolar disorder 
was recently completed, but results are not yet available.54 
Iloperidone, which does not currently have any FDA-approved 
bipolar indications but is approved for the treatment of schizo-
phrenia, is being evaluated in a phase 3 trial for the treatment 
of mania in BDI, with an estimated study completion date 
of May 2023.55

Dexmedetomidine sublingual film was approved for the treat-
ment of acute agitation in schizophrenia or bipolar disorder 
in adults in April 2022.56 Efficacy was established in a phase 
3, randomized, double-blind, placebo-controlled study of 380 
patients with BDI or BDII with mild to moderate agitation and 
a mean Positive and Negative Syndrome Scale-Excited Compo-
nent (PEC) total score of 18.0.57 The PEC score ranges from 
5 to 35, with higher scores indicating more severe agitation.35 
Patients taking dexmedetomidine 120 mcg or 180 mcg had a 
significantly greater decrease in PEC scores compared with 
placebo after 2 hours (least squares mean difference, -4.1 [97.5% 
CI, -5.3 to -2.9]) for 120 mcg and -5.4 ([97.5% CI, -6.6 to -4.2] 
for 180 mcg) with a statistically significant effect seen within 
the first 20 minutes of administration. The most commonly 
reported adverse effects were somnolence (21.4% with 180 
mcg, 20.6% with 120 mcg, and 4.8% with placebo), dry mouth 
(4.8% and 7.1% vs 0.8%), hypotension (6.3% and 4.8% vs 0%), 
and dizziness (5.6% and 5.6% vs 0.8%). Each rectangular film 
of this product contains 2 microdeposits of dexmedetomidine, 
an alpha-2 receptor agonist, which is also approved in intrave-
nous form for procedural sedation and anesthesia.57

Patients should be instructed to self-administer this medica-
tion sublingually or buccally without chewing or swallowing. 
With sublingual administration, the film dissolves faster (mean 
of 6-8 minutes) compared to buccal administration (mean of 
18 minutes). The 120-mcg and 180-mcg dosage strengths can 
be cut in half to obtain smaller doses, which are recommended 
for patients with hepatic impairment. The recommended dose 

varies depending on the severity of agitation, degree of hepatic 
impairment, and age of the patient (patients older than 65 are 
recommended to take 120 mcg, regardless of agitation severity). 
Sublingual dexmedetomidine carries warnings for hypoten-
sion, QT interval prolongation, and somnolence.35 Overall, this 
provides another treatment option for acute agitation with a 
unique mechanism of action compared to standard antipsychotic 
or benzodiazepine treatments.2

Investigational Treatments
Nonracemic amisulpride (SEP-4199) is currently in phase 
3 development for the treatment of bipolar depression.58 
Amisulpride, an SGA with D2, D3, and 5-HT7 antagonism, 
is currently FDA approved in intravenous form for postop-
erative nausea and vomiting and is also approved outside of 
the United States in its oral form for schizophrenia.59,60 The 
racemic mixture of 85% of the R-enantiomer (aramisulpride), 
which is more specific to 5-HT7 and 15% of the S-enantiomer 
(esamisulpride), which is more specific to D2 receptors, is 
theorized to provide a balance of antidepressant activity with 
minimal risk of EPS.59 An initial proof-of-concept study of 
344 patients with bipolar depression found a numerically 
greater but statistically nonsignificant reduction in MADRS 
for SEP-4199 200 mg/day and 400 mg/day versus placebo at 
week 6 (least squares mean change, -3.3; 95% CI, -6.5 to -0.1; 
adjusted P = .054; effect size, 0.31, and least squares mean 
change, -3.1; 95% CI, -6.3 to 0; adjusted P = .054; effect size, 
0.29, respectively). A secondary analysis with an additional 
49 patients enrolled at study sites in Japan found a statistically 
significant benefit for both doses compared to placebo (least 
squares mean change, -3.7; 95% CI, -6.7 to -0.7; adjusted 
P = .016; effect size, 0.34 for the 200-mg/day dose and least 
squares mean change, -3.4; 95% CI, -6.3 to -0.5; adjusted 
P = .024; effect size, 0.31 for the 400-mg/day dose).61

A combination of d-cycloserine, an oral N-methyl-D-
aspartate (NMDA) receptor modulator, and lurasidone, an 
SGA, that is currently in phase 3 development under the 
name NRX-101 was granted breakthrough therapy designa-
tion by the FDA for the treatment of severe bipolar depres-
sion with acute suicidal thoughts or behavior. An ongoing 
study is evaluating whether NRX-101 given twice a day 
will be superior to lurasidone monotherapy in maintaining 
depression symptom improvement in patients initially stabi-
lized on a single infusion of the NMDA receptor antagonist 
ketamine.62 Several previous studies have provided evidence for 
ketamine’s efficacy in bipolar depression, although there are no 
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FDA-approved formulations of ketamine for this indication.63

Zuranolone, a GABA-A receptor positive allosteric modu-
lator, is currently in phase 2 development for bipolar depression. 
An open-label phase 2 trial evaluated the safety, tolerability, and 
preliminary efficacy for bipolar depression in 35 patients. In this 
trial, patients were permitted to take additional antidepressant 
medications, as long as their doses were stable within the past 
60 days. Zuranolone 30 mg was administered once daily for a 
2-week period and patients were followed for 6 weeks. Improve-
ments in depressive symptoms were seen as early as day 3 of 
treatment, signifying a potentially rapid treatment response, 
with 45% of patients achieving a response (≥50% improvement 
in the Hamilton-Depression Rating Scale for Depression total 
score) by day 15 and 50% at day 42.54 

STAR

What role does the pharmacist play in the treatment 
and management of bipolar disorder?

Pharmacist’s Role
Pharmacists across the care spectrum can help to promote 
safe and effective use of medications for bipolar disorder 
by providing comprehensive medication management 
services and medication reconciliation across care transi-
tions, consulting with other providers to aid in the appro-
priate selection and monitoring of medications, promoting 
access to treatment, providing education to patients 
and providers, promoting medication adherence, and 
combating stigma.

Pharmacists as Consultants and Care Providers
Pharmacists in both the inpatient and outpatient settings can 
play an important role in the appropriate selection, optimiza-
tion, and monitoring of patient medication regimens, either 
as a care provider or as a member of the health care team, 
by providing medication therapy management, detecting, and 
resolving potential medication-related problems, assessing 
patients, selecting and adjusting drug therapy, and ordering 
and evaluating monitoring parameters.65 Monitoring for 
metabolic adverse effects of SGAs is particularly important, 
with guidelines recommending weight monitoring monthly 
for the first 3 months and every 3 months thereafter, and 
blood pressure, fasting glucose or hemoglobin A1c, and lipid 
monitoring at 3 and 6 months, then yearly thereafter. Patients 
taking antipsychotics should also be monitored periodically 

for EPS such as tremors, muscle stiffness, or restlessness. 
Patients taking lithium and valproate require blood level 
monitoring at least every 3 to 6 months, or more frequently 
if toxicity or drug interactions are suspected, while carba-
mazepine levels should be checked every 6 to 12 months. 
Additional monitoring for lithium includes thyroid and renal 
function at 6 months and at least annually thereafter. Patients 
treated with valproate should also be monitored for changes 
in complete blood count, liver function tests, and menstrual 
changes at least every 3 to 6 months.2,28

Pharmacist involvement in the care of patients in the inpatient 
psychiatric setting has been associated with fewer medication 
errors and reduced recidivism. In a recent review of pharmacist 
impact on the care of patients with mental health conditions, 
22 of 27 studies that included pharmacist input into the medica-
tion treatment decision showed statistically significant improve-
ment in disease outcomes or medication appropriateness.66 In the 
Veterans Health Administration, pharmacists serve as advanced 
practice providers across the care continuum, including in 
specialty mental health clinics, behavioral health clinics 
embedded in primary care, residential rehabilitation treatment 
programs, and on inpatient mental health units. Pharmacists in 
this role can increase access and quality of care.67 

Pharmacists Improve Access to Treatment
Aside from providing medication management, another 
way that pharmacists can improve access to treatment for 
patients with bipolar disorder is by administering long-acting 
injectable (LAI) antipsychotics. A 2018 study that assessed 
patient satisfaction with pharmacist-administered LAIs in the 
community setting found that patients had higher satisfac-
tion with these services compared to receiving their injec-
tion elsewhere, and that the service was more convenient 
for them.68 Pharmacists should check their local state laws 
regarding pharmacist administration of LAIs, as these vary 
by state. Pharmacists can also help patients and providers 
navigate formulary-related insurance issues such as prior 
authorization and step therapy requirements.69 Furthermore, 
pharmacists can initiate patient assistance program applica-
tions for the underinsured.65

Educating Patients and Providers
As medication experts, pharmacists can ensure the safe and 
effective use of medications by educating patients on the best 
way to take their medications and educating providers on 
how to optimize treatment.65 For example, in 6 of 7 studies 
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examining the impact of education regarding lithium, patients 
with higher lithium knowledge scores had more stable and 
therapeutic lithium plasma levelss.70 Another study showed 
improved lithium knowledge and fewer negative outcomes 
with lithium after pharmacist-led education of medical 
staff.71 Key counseling points for patients taking medications 
for bipolar disorder can be found in TABLE 5.2,72

Promoting Adherence
Pharmacists can also play a key role in encouraging medica-
tion adherence in patients with chronic diseases. Strategies 
that community pharmacists can use to promote adherence 
include medication synchronization, screening and brief 
interventions, reminder calls, and medication adherence 
packaging. In 1 study examining medication adherence 
packaging services, this service positively impacted patient 

adherence, increased patients’ confidence in medication 
management, and improved perceived quality of life.73 A 
pharmacy-based intervention in patients with schizophrenia 
and bipolar disorder that included unit-of-use packaging as 
well as an education session, refill reminders, and notifica-
tion of prescribers when antipsychotic prescriptions were not 
filled improved adherence as measured by the Medication 
Possession Ratio and Composite Adherence Measure at 6 and 
12 months.74 Even education regarding medications on its 
own may improve adherence in patients with bipolar disorder. 
In a study comparing pharmacist-provided medication educa-
tion to usual care in 73 patients with bipolar disorder treated 
in a tertiary care center, medication adherence was signifi-
cantly better in the pharmacist education group as measured 
by the Medication Adherence Rating Scale at each of the 
3 follow-up visits over 6 months.75 

TABLE 5. KEY COUNSELING POINTS FOR MEDICATIONS USED IN BIPOLAR DISORDER2,72

General •  This medication can help to reduce the risk of future episodes of mania or depression and their 
negative consequences

•  Several weeks may be needed before you see the full benefit of the medication
•  Do not stop taking your medication unless advised by your prescriber
•  Many adverse effects can be managed by adjusting the dose or timing of the medication; consult your 

prescriber if adverse effects develop

Lithium •  Blood level monitoring is important to maximize benefit and minimize risks of adverse effects
•  Common adverse effects include diarrhea, nausea, tremor, and increased thirst and urination early on 

and weight gain, acne, and slowed thyroid function long term
•  Signs and symptoms of toxicity include severe diarrhea and nausea, sluggishness, slurred speech, and 

impaired coordination
•  Avoid taking NSAIDs as these may affect lithium blood levels
•  Maintain adequate hydration and minimize caffeine intake; caffeine may increase elimination of lithium 

and dehydration may lead to toxicity
•  Maintain consistent levels of sodium in your diet as fluctuations in sodium may affect lithium blood levels
•  May be harmful in pregnancy

Carbamazepine •  Blood level monitoring is important to  minimize risks of adverse effects
•  May rarely cause serious rash; consult physician immediately if rash develops
•  Can interact with many medications; ensure that your prescriber and pharmacist have a complete list of 

your medications to check for interactions
•  May be dangerous in pregnancy

Divalproex/ 
valproate

•  Blood level monitoring is important to maximize benefit and minimize risks of adverse effects
•  Common adverse effects include diarrhea, nausea, sedation, tremor, weight gain, and hair loss
•  May be dangerous in pregnancy

Lamotrigine •  May rarely cause serious rash; consult physician immediately if rash develops
•  Slow titration required to minimize risk of rash; should be reinitiated slowly if medication doses are 

missed for several days

Antipsychotics •  Weight gain may occur; ensure adequate exercise and healthy diet, monitor for changes in weight, and 
consult with your prescriber if weight gain occurs

•  Adverse effects may include abnormal muscle movements, inner restlessness, dizziness, sedation

NSAID, nonsteroidal anti-inflammatory drug.
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Overcoming Stigma
Evidence-based methods of reducing stigma toward indi-
viduals with mental illness include contact-based interven-
tions (exposure to individuals with the illness to discuss their 
struggles and experience with recovery), and educational 
interventions that provide factual information to contradict 
inaccurate stereotypes.76 The National Alliance on Mental 
Illness (NAMI) offers interactive presentations from indi-
viduals living with mental illness through their NAMI In Our 
Own Voice program, which are available for free through 
its local chapters.77 Educational resources are also avail-
able through NAMI, as well as the Depression and Bipolar 
Support Alliance (see Additional Resources). Mental Health 
First Aid training has also been shown to reduce stigma, while 
also improving pharmacists’ confidence in helping patients in 
mental health crisis.78,79

Conclusion
Bipolar disorder is a complex mental illness requiring life-
long medication treatment. While there are many challenges 
and unmet treatment needs, pharmacists can act as critical 
members of the health care team to help address these chal-
lenges and bridge gaps in care. Recently approved and 
emerging treatments may also help to fill these unmet needs, 
and pharmacists can play a key role in promoting safe and 
effective use of these new treatments.
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POSTTEST QUESTIONS

1. How long is the average delay in diagnosis of bipolar I 
disorder?
A. 6 months
B. 1 year
C. 5 years
D. 10 years

2. Which of the following benefits were seen in clinical 
trials of olanzapine/samidorphan compared with 
olanzapine?
A. Greater efficacy in bipolar depression
B. Lower rates of somnolence
C. Less increase in waist circumference
D. Decreased relapse rates

3. GH is a patient with bipolar I disorder with rapid  
cycling. They are admitted to the inpatient psychiatric 
unit for management of a manic episode with mixed 
features. Which treatment option would be most appro-
priate to recommend for this patient?
A. Aripiprazole
B. Escitalopram
C. Lamotrigine
D. Lumateperone

4. Which pharmacist-provided service has been shown to 
improve medication adherence in patients with bipolar 
disorder in clinical studies?
A. Education regarding medications
B. Prior authorization assistance
C. Long-acting injectable administration
D. Applying to patient assistance programs

5. Which medication adverse effect is considered most 
concerning for patients with bipolar disorder based on 
survey data?
A. Extrapyramidal symptoms
B. Sedation
C. Sexual dysfunction
D. Weight gain

6. Which adverse effect was seen most in clinical studies 
with sublingual dexmedetomidine?
A. Dysgeusia
B. Hypertension
C. Somnolence
D. Weight gain

7. LB is a 32-year-old patient with bipolar I disorder. She is 
currently experiencing an acute depressive episode. In the 
past she had struggled with weight gain related to medi-
cation and would like to avoid something that is likely to 
cause further weight gain. What would be most appropri-
ate to recommend for this patient?
A. Divalproex
B. Lurasidone
C. Quetiapine
D. Ziprasidone

8. RS is a patient with bipolar II disorder who has been on 
several different medications in the past with various 
responses. Lurasidone caused akathisia, quetiapine 
caused somnolence, and ziprasidone was ineffective. 
RS has had very few episodes of hypomania in their 
lifetime, with several episodes of depression. Comorbid 
health conditions include type 2 diabetes and hypo-
thyroidism, which are both currently well controlled 
on metformin 1000 mg BID and levothyroxine 88 mcg 
daily, respectively. Divalproex has kept the patient 
stable for the past several months, but the patient has 
developed a hand tremor and would like to switch 
medications. Which medication would be most appro-
priate to recommend for this patient?
A. Lamotrigine
B. Lithium
C. Olanzapine
D. Cariprazine

9. What is 1 major advantage of lumateperone over other 
bipolar disorder agents?
A. More effective than currently approved therapies
B. Favorable metabolic profile 
C. No effect on libido
D. Increased energy during depressive states

10. CB is a 27-year-old patient with bipolar I disorder who 
is currently being managed on a combination of lithium, 
ziprasidone, and fluoxetine. The patient is currently very 
agitated, has not slept more than a few hours per night 
for the past several days, is exhibiting grandiose behav-
ior, and is much more talkative than usual, per collateral 
from their family members. What would be most appro-
priate to recommend for this patient?
A. Discontinue fluoxetine
B. Switch lithium to divalproex
C. Add asenapine
D. Continue the current regimen
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Vicks
Marketed by Procter & Gamble
As a pharmacist-founded brand, Vicks offers a host of 
products for patients dealing with colds and coughs, 
including NyQuil Severe Cold & Flu, Sinex Severe, 
VapoCOOL for sore throats, and VapoRub. In the 1890s, 
pharmacist Lunsford Richardson developed 21 home 
remedies, which were sold under the Vicks brand name, 
and that family of brands continues today.

FOR MORE INFORMATION: 
vicks.com
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Mucinex Children’s
Marketed by Reckitt
Indicated for patients aged 4 years and older, Mucinex Children’s provides multisymptom cold relief, including 
chest congestion, cough, mucus, and stuffy nose. Mucinex Children’s multisymptom works with 3 active 
ingredients: dextromethorphan HBr, guaifenesin, and phenylephrine HCI, to provide multisymptom relief with 
just 1 treatment. Children aged 6 to 12 years should receive 10 mL every 4 hours, while children aged 4 to 6 
years can take 5 mL every 4 hours. 

FOR MORE INFORMATION: 
mucinex.com

CeraVe
Marketed by L’Oréal
CeraVe has developed a digital platform with 
resources for pharmacists, including information to 
help them stay updated on events, free products, 
professional development, and skin health 
resources. As the No. 1 pharmacist-recommended 
brand in the therapeutic skin care-moisturizers 
category in the 2022 OTC Guide®, and the No. 1 
dermatologist-recommended skin care brand, 
CeraVe has strong expertise and resources in this 
area, as well as a host of products for patients’ 
various needs.

FOR MORE INFORMATION:
cerave.com
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ON PAGE 25
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