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Getting
the most from
this guide

There are two simple ways to request
information about the products and services
found in Physicians Office Resource.

1. Go to www.PhysiciansOfficeResource.com and enter the
four-digit reference number found next to the product or ser-
vice into the search field, then request additional information,
schedule a demo, or speak with a sales agent all with just a
simple click of a button.

2. Find the Business Reply Card in this issue, circle the desired
reference numbers, complete the form, and drop into any
USPS mailbox. A representative will contact you as quickly as
possible to answer your questions.

www.PhysiciansOfficeResource.com
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TOXICOLOGY SCREENING

SIMPLIFIED

Comprehensive
toxicology menu
now with 14
CLIA' categorized
moderately
complex assays.

ImmTox-270

IMMTOX" 270 BENCHTOP ANALYZER

Toxicology screening solutions for physician
offices, treatment centers and laboratories.

COMPLETE
LABORATORY SOLUTIONS

From consultation, to licensure
and compliance, the Abbott
= Compact footprint Clinical Lab Solutions team

Quality products, service and reliability has you covered.

25 assay menu

= Up to 270 tests per hour

CONTACT ABBOTT CLINICAL LAB SOLUTIONS.
CALL 888-831-6850 | EMAIL: CLS_SALES@ABBOTT.COM

1. Clinical Laboratory Improvement Amendments (CLIA)

© 2020 Abbott. All rights reserved. All trademarks referenced are trademarks of either the Abbott group of companies or their respective owners. Abb tt
Any photos displayed are for illustrative purposes only. MKT52247 REV108/20 o
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Testing For Respiratory
Viruses and Infections

When it comes to testing for flu, COVID, RSV, rhinovirus, and all the other respiratory
viruses and infections out there, which test is best for you and your practice?

Learn About the Best Products for Your Practice on

PAGES 10-11

®

RESPIRATORY VIRUSES
AND INFECTIONS

Last year as we hunkered down,
to avoid the dreaded results of
COVID-19, we also avoided the flu
the and respiratory infections.
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FIXING PRIMARY CARE’S
BROKEN BUSINESS MODEL

Primary care visits are never quick;
we don’t give advice over the
phone; and we prioritize public
agenda over patients’ concerns.

20

THE ABSTRACT: MEDICAL
NEWS AND RESEARCH

A new monthly column from
Physicians Office Resource looking
into current research and the future

of medical science



ACCURATE FLU TESTING MADE EASY

acuc{:%

The Acucy® Influenza A&B Test

on the Acucy System provides
clinicians flexibility in workflow and
accurate, standardized results

for improved patient care.

ACCURATE

v Innovative Composite Comparator
with molecular and culture

v Best-In-Class Flu A performance*
v Definitive and standardized results

SIMPLE
v Read Now or Walk Away mode
v Results within 15 minutes

v Automatically fransfer patient result to data
management system

v Nasal & Nasopharyngeal swalb types

*When compared to immunoassay products in market (refer to manufacturer instructions for use)

For more information call 888-616-0537,
Option 2 or visit us at acucy.com

© 2021 SEKISUI Diagnostics, LLC. Acucy® is a registered frademarks of SEKISUI Diagnostics, LLC.
Because every result matters™ is a frademark of SEKISUI Diagnostics.
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Performance

Composite Comparator: Nasal
and Nasopharyngeal Swabs

INnfluenza A - 96.4% (95% Cl: 93.1% - 98.2%)
o)

INfluenza B - 82.3% (95% Cl: 75.6%

Influenza A - 96.0% (9
Influenza B - 98.1% (95%

SEKISUI

DIAGN@STICS

Because every result matters™

sekisuidiagnostics.com
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Respiratory
Viruses an
Infections:

Making the Right Diagnosis

BY AARON MEDARIS, PUBLISHER PHYSICIANS OFFICE RESOURCE

Last year as we hunkered down, masked up, social dis-
tanced, and used gallons of hand sanitizer to avoid the
dreaded results of COVID-19, we also avoided the flu the
and a variety of other respiratory infections. Talk to any
parent with young children and they’ll most likely tell
you that 2020 was the healthiest their kids had been in a
long time. Now that we've emerged from our quarantines,
shed the masks, and probably aren’t as good as using the
hand sanitizer as we were 12 months ago, respiratory
infections are on the rise. Yes, it’s true that most children
who contract COVID-19 will be fine, but health officials
are reporting an influx of patients, especially pediatric,
with corona virus and other respiratory infections at the
same time, presenting additional challenges in an already
difficult situation. Are we entering in to the “perfect storm”
of challenges for this cold and flu season? That is yet to be
told, but rain is definitely in the forecast for the months
ahead.

Assessing our current situation and looking at the forecast,
what can you do to be better prepared for the increase of
patients respiratory infections that will soon be entering
your exam rooms? The first and one of the most important
is to test for respiratory infections. That may seem simple,

but this important step is often skipped because well, if

it looks like a duck, and it talks like a duck, well then it’s
probably a duck...right? But what if there’s more to it? A
couple of years ago, I got really sick. Cough, fever, chills,
body aches that came on hard and fast. I went to the doctor
and after his examination, he told me he has seen this a lot
lately and it was just a virus. I then asked if he thought it
was the flu. He quickly replied, “T highly doubt it. I haven’t
seen any flu cases this year” This illness just felt different

to me, and so I asked, “Is it ok if you test me for the flu?”
He again stated he was quite certain it wasn’t the flu, but
that if I wanted the test he would have the nurse administer
one. And wouldn’t you know it, when I got the test results
back, I had the flu. My good doctor prescribed an antiviral
which helped immensely! A treatment I would have never
received if I hadn’t been tested. Could it be that all those
that my physician had been seeing with similar symptoms
as me had the flu as well, but were never tested for it?

Why Should You Test

Some physicians like in the example above choose not to
test. Whether that’s because doubts regarding the accuracy
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of tests or feel that empirical treatment will be effective
in most cases. Despite these concerns there are multiple
reasons why you should test:

1. Empirical treatment can lead to more patients receiving
antiviral treatment than actually need to receive it. This
could possibly give rise to a antiviral shortage and
delaying the correct care for another patient that
actually needs it.

2. Testing frequently will provide the physician with
valuable “market intelligence.” It will help the
physician understand what viruses are currently
preading through the community and will allow them to
provide a better treatment path.

3. Better patient experience. That might seem odd because
what patient wants a stick shoved up their nose. The
truth is, testing shows the patient that you want to
provide the best possible care and it can bring peace of
mind to the patient, even if they do test positive. They
will know that they are being treated the correct way.

What to Know When Purchasing Tests

I'm sure that many of you are testing for respiratory in-
fections. If you've talked to your distributor lately, you've
probably noticed a lot of different respiratory tests out
there. When it comes to testing for flu, COVID, RSV, rhi-
novirus, etc. which test is best for you and your practice?
Here are some things to consider when evaluating which
ones are best for you:

CLIA Complexity - A test is only good if you are able to
administer it. Make sure that you are equipped with the
correct CLIA certificate of perform the test. Check to see if
the test is a Waived (most simple) or Moderately complex
(requires additional certification). If you're a waived facility
and are interested in purchasing a moderately complex test,
that’s fine, but make sure you take the steps before hand to
become a certified compliance facility with CLIA.

Ease of Use - Is the test simple to perform? Difficult? Re-
quire additional equipment? Training? Will the additional
equipment help me in the long run?

Performance - Sensitivity and specificity are essential.
would even be sensitive to the brand of test that I am pur-
chasing. Especially when it comes to different COVID tests.
Due to the EUA that the FDA has granted, there are many
counterfeit and poor quality COVID tests that are being
pushed on doctors.

Volume - How many tests are you planning on running?
What's the average you use during a flu season? Will you
need more this season?

PHYSICIANS OFFICE RESOURCE

Time to Results - How long does it take to run and receive
test results? Is it important to get results back quickly to
your patients?

Sample Type - is it a single sample type or does it allow for
multiple sample types (nasal, nasopharyngeal, saliva, etc.)?

Connectivity - Is it important to have the results transmit-
ted electronically?

Cost - Brand is important when it comes to getting
accurate results. But brand can also be expensive. Be sure
to check with different brand reps, distributors, websites,
publications, and promo emails for discounts and specials.
They're out there.

What Types of Tests are Available?

Rapid Lateral Flow Immunochemical Tests:

There are different varieties of these test which have been
on the market for decades and are used to confirm the
presence or absence of a specific antigen. Results of these
types of tests can either be viewed visually or with the use
of an instrument. May of these tests are CLIA Waived and
can be completed in less than 15 minutes.

Molecular Tests:

Many flu and other respiratory infections can be run on
molecular devices. These tests detect the presence of the
genetic material of the virus and generally produce results
in 30 minutes or less. Molecular results are the gold stan-
dard in testing. Be sure to verify the CLIA compliance that
is needed for molecular tests, some are CLIA Waived and
some require a moderate complexity license. CLIA Waived
molecular test typically use rapid PCR detection and the
device can be moved closer to the point of care. CLIA
Waived molecular devices usually cost less than traditional
molecular devices, but still offer the same reimbursement.

One important thing to note is that no respiratory test
provides 100% accuracy. Results depend on a few different
criteria: type of test used, virus strain, and integrity of the
sample. For best results please review test instructions and
be aware of any test limitations.

Be Prepared

I dor’t know if we are heading towards and “perfect storm”
of challenges, but I do know that whatever the forecast

is you can be prepared. Physicians Office Resource offers
valuable insights on a variety of different respiratory infec-
tion tests and testing devices. Look for them in this issue or
visit our website and learn more. Have questions feel free
to reach out and we'll be sure to put you in contact with the
right people.



Pinpoint
SARS-CoV-2
and 18 other bugs.

The new BioFire® Respiratory 2.1-EZ
(RP2.1-EZ) Panel' covers COVID-19
detection in your clinic.

SARS-CoV-2 is everyone's top suspect, but many other respiratory
bugs can cause similar, overlapping symptoms. In your clinic, you
can test for 19 common respiratory pathogens, including SARS-
CoV-2, with the BioFire RP2.1-EZ Panel—now available under an
FDA Emergency Use Authorization 2

Syndromic testing means all it takes is one test and about

45 minutes to round up SARS-Cov-2—and all the other usual
respiratory suspects. Rapid answers on a broad range of
pathogens can inform patient management and alleviate patients
and staff alike. What's your frontline solution into respiratory
season and beyond?

To learn more, visit biofiredx.com

BIO FIRE

B Y B I OMEHRIEWUX

Syndromic Testing: The Right Test, The First Time.



CLIA-WAIVED BIOFIRE® FILMARRAY®
RESPIRATORY PANEL (RP) EZ
From BioFire

The BioFire RP EZ accurately detects and identifies 14 viral and
bacterial pathogens—not just Flu A and Flu B—so you can provide
your patients with the right treatment, the first time. The test

is easy and can be performed right in your office or clinic, with
results in about an hour. The BioFire RP EZ is designed to run on
a single computer/instrument configuration (EZ Configuration) of
the BioFire® FilmArray® 2.0 System.
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View Brochures, Videos & More ot POR.io
Enter Number 9703 in the Search Area

ACUCY INFLUENZA A&B TEST
From Sekisui Diagnostics

The Acucy™ Influenza A&B Test is for the rapid, qualitative
detection of influenza A and B viral nucleoprotein antigens from
both nasal and nasopharyngeal swabs. Utilizing the Acucy™
Reader in either the point-of-care or laboratory setting, workflow
flexibility is achieved with both Read Now and Walk Away
features. The combination provides clinicians with standardized
and definitive result interpretation.

View Brochures, Videos & More at POR.io
Enter Number 9704 in the Search Arect || '

OSOM ULTRA PLUS FLU A&B TEST
From Sekisui Diagnostics

Stronger Clinical Performance Takes Lateral Flow Testing To The Next
Level. Providing superior rapid results at the point-of-care. Fast, easy,
cost effective so you can test and treat in one visit.

* High Performance- Equivalent or exceeding the performance of
reader devices, without the need for an instrument

e Results in 10 minutes

* OSOM® Custom Care- Exceptional Support/Training by licensed
medical technologists and experienced healthcare professionals

* Made in the USA

" View Brochures, Videos & More at POR.io
Enter Number 9705 in the Search Area
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BD VERITOR™ PLUS SYSTEM

infections

education

From BD Veritor™

The BD Veritor™ Plus System is a portable, easy-to-use, testing
solution for SARS-COV-2* Flu A+ B and other respiratory tract

that delivers results in 15 minutes or less. It features

two analysis modes that adapt to your workflow, online

tools, and optional reporting capabilities including

the BD Synapsys™ Informatics Solution—making it the point-of-
care diagnostic tool you won’t want to be without.

*EUA authorized by FDA

View Brochures, Videos & More at POR.io
Enter Number 9706 in the Search Area

RESPIRATORY VIRUSES AND INFECTIONS

SNO04 10oNndodd

FIRST EUA POINT-OF-CARE (POC/WAIVED/
FINGERSTICK) COVID-19 ANTIBODY TEST
NOW AVAILABLE

From Carolina Liquid Chemistries

The Fastep® COVID-19 IgG/IgM Rapid Test Device by Assure Tech.,
distributed in the USA by Carolina Liquid Chemistries, has received
FDA Emergency Use Authorization for use with fingerstick whole bloc
specimens at the point-of-care, i.e. in patient care settings operating
under CLIA Certificate of Waiver such as doctor’s offices, hospitals,
urgent care centers and emergency rooms rather than having to be
sent to a central lab.Refer to carolinachemistries.com for instructions
for use, fact sheets, FDA EUA letters, clinical performance studies, anc
material safety data sheets. Not FDA cleared; only for emergency use
under Section 564(b)(1) of the Act, 21 U.S.C. § 360bbb-3(b)(1), unless
authorization is terminated or revoked.

View Brochures, Videos & More at POR.io
Enter Number 9707 in the Search Area

RELIABLE DETECTION OF
STREP A, FLU A, FLU B AND RSV
From Cepheid

Cepheid’s GeneXpert Xpress® brings standardized
molecular testing to any healthcare setting. Employing

the highly accurate and easy to use lab in a cartridge
technology in every GeneXpert system, the GeneXpert
Xpress® is a true on-demand walkaway testing system that
provides accurate and reliable detection of Strep A, Flu A,
Flu B and RSV. Two or four-module configurations save
valuable bench space and reduce the need for multiple
testing platforms.

View Brochures, Videos & More ot POR.io
Enter Number 9708 in the Search Area
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ADVERTISEMENT

ONCE-DAILY
MOST PRESCRIBED TREATMENT
FOR TARDIVE DYSKINESIA!

INGREZZA

(valbenazine) capsules

ONLY INGREZZA OFFERS
ALL THE EASE OF=

THE SIMPLE
CHOICE

FOR YOUR PATIENTS WITH TARDIVE DYSKINESIA (TD)

One capsule, once daily

3 Effective dosing options

No titration required

NOW AVAILABLE
60 mg

Capsule Taken any time of day

Not actual size.

Important Information

INDICATION & USAGE
INGREZZA® (valbenazine) capsules is indicated for the treatment of adults with tardive dyskinesia.

IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS

INGREZZA is contraindicated in patients with a history of
hypersensitivity to valbenazine or any components of INGREZZA.
Rash, urticaria, and reactions consistent with angioedema

(e.g., swelling of the face, lips, and mouth) have been reported.

WARNINGS & PRECAUTIONS

Somnolence

INGREZZA can cause somnolence. Patients should not perform
activities requiring mental alertness such as operating a motor
vehicle or operating hazardous machinery until they know how
they will be affected by INGREZZA.

QT Prolongation

INGREZZA may prolong the QT interval, although the degree of QT
prolongation is not clinically significant at concentrations expected
with recommended dosing. INGREZZA should be avoided in patients
with congenital long QT syndrome or with arrhythmias associated with
a prolonged QT interval. For patients at increased risk of a prolonged
QT interval, assess the QT interval before increasing the dosage.

N’ Neurocrine

BIOSCIENCES

©2021 Neurocrine Biosciences, Inc. All Rights Reserved. CP-VBZ-US-1493 07/2021

Taken with or without food

Give your patients all the ease of INGREZZA. See more at INGREZZAHCP.com/Dosing

WARNINGS & PRECAUTIONS (continued)

Parkinsonism

INGREZZA may cause parkinsonism in patients with tardive dyskinesia.
Parkinsonism has also been observed with other VMAT2 inhibitors.
Reduce the dose or discontinue INGREZZA treatment in patients who
develop clinically significant parkinson-like signs or symptoms.

ADVERSE REACTIONS

The most common adverse reaction (25% and twice the rate

of placebo) is somnolence. Other adverse reactions (22% and
>Placebo) include: anticholinergic effects, balance disorders/falls,
headache, akathisia, vomiting, nausea, and arthralgia.

You are encouraged to report negative side effects of prescription
drugs to the FDA. Visit MedWatch at www.fda.gov/medwatch or
call 1-800-FDA-1088.

Please see the adjacent page for Brief Summary of Prescribing
Information and visit Neurocrine.com/INGREZZAPI for
full Prescribing Information.

REFERENCES: 1. Data on file. Neurocrine Biosciences, Inc. 2. INGREZZA [package
insert]. San Diego, CA: Neurocrine Biosciences, Inc.



INGREZZA (valbenazine) capsules

for oral use

Brief Summary: for full Prescribing Information and Patient Information, refer
to package insert.

INDICATION AND USAGE
INGREZZA® (valbenazine) capsules is indicated for the treatment of adults with tardive dyskinesia.

CONTRAINDICATIONS

INGREZZA is contraindicated in patients with a history of hypersensitivity to valbenazine or any components of
INGREZZA. Rash, urticaria, and reactions consistent with angioedema (e.g., swelling of the face, lips, and mouth)
have been reported.

WARNINGS AND PRECAUTIONS

Somnolence

INGREZZA can cause somnolence. Patients should not perform activities requiring mental alertness such

as operating a motor vehicle or operating hazardous machinery until they know how they will be affected

by INGREZZA.

QT Prolongation

INGREZZA may prolong the QT interval, although the degree of QT prolongation is not clinically significant at
concentrations expected with recommended dosing. In patients taking a strong CYP2D6 or CYP3A4 inhibitor,
or who are CYP2D6 poor metabolizers, INGREZZA concentrations may be higher and QT prolongation clinically
significant. For patients who are CYP2D6 poor metabolizers or are taking a strong CYP2D6 inhibitor, dose
reduction may be necessary. For patients taking a strong CYP3A4 inhibitor, reduce the dose of INGREZZA

to 40 mg once daily. INGREZZA should be avoided in patients with congenital long QT syndrome or with
arrhythmias associated with a prolonged QT interval. For patients at increased risk of a prolonged QT interval,
assess the QT interval before increasing the dosage.

Parkinsonism

INGREZZA may cause parkinsonism in patients with tardive dyskinesia. Parkinsonism has also been observed
with other VMAT2 inhibitors. In the 3 placebo-controlled clinical studies in patients with tardive dyskinesia,

the incidence of parkinson-like adverse events was 3% of patients treated with INGREZZA and <1% of
placebo-treated patients. Postmarketing safety reports have described parkinson-like symptoms, some of which
were severe and required hospitalization. In most cases, severe parkinsonism occurred within the first 2 weeks
after starting or increasing the dose of INGREZZA. Associated symptoms have included falls, gait disturbances,
tremor, drooling, and hypokinesia. In cases in which follow-up clinical information was available, parkinson-like
symptoms were reported to resolve following discontinuation of INGREZZA therapy. Reduce the dose or
discontinue INGREZZA treatment in patients who develop clinically significant parkinson-like signs or symptoms.
ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of the labeling:

*  Hypersensitivity

e Somnolence

e (T Prolongation

e Parkinsonism

Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

Variable and Fixed Dose Placebo-Controlled Trial Experience

The safety of INGREZZA was evaluated in 3 placebo-controlled studies, each 6 weeks in duration (fixed dose,
dose escalation, dose reduction), including 445 patients. Patients were 26 to 84 years of age with moderate
to severe tardive dyskinesia and had concurrent diagnoses of mood disorder (27%) or schizophrenia/
schizoaffective disorder (72%). The mean age was 56 years. Patients were 57% Caucasian, 39% African-
American, and 4% other. With respect to ethnicity, 28% were Hispanic or Latino. All subjects continued previous
stable regimens of antipsychotics; 85% and 27% of subjects, respectively, were taking atypical and typical
antipsychotic medications at study entry.

Adverse Reactions Leading to Discontinuation of Treatment

Atotal of 3% of INGREZZA treated patients and 2% of placebo-treated patients discontinued because

of adverse reactions.

Common Adverse Reactions

Adverse reactions that occurred in the 3 placebo-controlled studies at an incidence of >2% and greater than
placebo are presented in Table 1.

Table 1: Adverse Reactions in 3 Placebo-Controlled Studies of 6-week

Treatment Duration Reported at >2% and >Placebo
Adverse Reaction' ‘ INGREZZA Placebo

(n=262) (%) (n=183) (%)

General Disorders
Somnolence (somnolence, fatigue, sedation) \ 10.9% \ 4.2%
Nervous System Disorders
Anticholinergic effects (dry mouth, constipation, disturbance 5.4% 4.9%
in attention, vision blurred, urinary retention)
Balance disorders/fall (fall, gait disturbance, dizziness, 4.1% 2.2%
balance disorder)
Headache 3.4% 2.1%
Akathisia (akathisia, restlessness) 2.7% 0.5%
Gastrointestinal Disorders
Vomiting 2.6% 0.6%
Nausea 2.3% 2.1%
Musculoskeletal Disorders
Arthralgia [2.3% [0.5%

" Within each adverse reaction category, the observed adverse reactions are listed in order of decreasing frequency.

Other Adverse Reactions Observed During the Premarketing Evaluation of INGREZZA

Other adverse reactions of >1% incidence and greater than placebo are shown below. The following list does
not include adverse reactions: 1) already listed in previous tables or elsewhere in the labeling, 2) for which a
drug cause was remote, 3) which were so general as to be uninformative, 4) which were not considered to have
clinically significant implications, or 5) which occurred at a rate equal to or less than placebo.

Endocrine Disorders: blood glucose increased

General Disorders: weight increased

Infectious Disorders: respiratory infections

Neurologic Disorders: drooling, dyskinesia, extrapyramidal symptoms (non-akathisia)

Psychiatric Disorders: anxiety, insomnia

During controlled trials, there was a dose-related increase in prolactin. Additionally, there was a dose-related
increase in alkaline phosphatase and bilirubin, suggesting a potential risk for cholestasis.

Postmarketing Experience

The following adverse reactions have been identified during post-approval use of INGREZZA that are not
included in other sections of labeling. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship
to drug exposure.

Immune System Disorders: hypersensitivity reactions (including allergic dermatitis, angioedema, pruritis,
and urticaria)

Skin and Subcutaneous Tissue Disorders: rash

DRUG INTERACTIONS

Drugs Having Clinically Important Interactions with INGREZZA

Table 2: Clinically Significant Drug Interactions with INGREZZA

Monoamine Oxidase Inhibitors (MAOIs)

Clinical Implication: Concomitant use of INGREZZA with MAQIs may increase the concentration of
monoamine neurotransmitters in synapses, potentially leading to increased
risk of adverse reactions such as serotonin syndrome, or attenuated
treatment effect of INGREZZA.

Prevention or Management: | Avoid concomitant use of INGREZZA with MAQIs.

Examples: isocarboxazid, phenelzine, selegiline
Strong CYP3A4 Inhibitors
Clinical Implication: Concomitant use of INGREZZA with strong CYP3A4 inhibitors increased the

exposure (Cmax and AUC) to valbenazine and its active metabolite compared
with the use of INGREZZA alone. Increased exposure of valbenazine and its
active metabolite may increase the risk of exposure-related adverse reactions.

Prevention or Management: | Reduce INGREZZA dose when INGREZZA is coadministered with a strong

CYP3A4 inhibitor.

Examples: itraconazole, ketoconazole, clarithromycin
Strong CYP2D6 Inhibitors
Clinical Implication: Concomitant use of INGREZZA with strong CYP2D6 inhibitors increased the

exposure (Cna and AUC) to valbenazine’s active metabolite compared with the
use of INGREZZA alone. Increased exposure of active metabolite may increase
the risk of exposure-related adverse reactions.

Prevention or Management: | Reduce INGREZZA dose when INGREZZA is coadministered with a strong

CYP2DG inhibitor.

Examples: paroxetine, fluoxetine, quinidine
Strong CYP3A4 Inducers
Clinical Implication: Concomitant use of INGREZZA with a strong CYP3A4 inducer decreased the

exposure of valbenazine and its active metabolite compared to the use of
INGREZZA alone. Reduced exposure of valbenazine and its active metabolite

may reduce efficacy.
Prevention or Management: | Concomitant use of strong CYP3A4 inducers with INGREZZA is
not recommended.
Examples: rifampin, carbamazepine, phenytoin, St. John’s wort!
Digoxin
Clinical Implication: Concomitant use of INGREZZA with digoxin increased digoxin levels because
of inhibition of intestinal P-glycoprotein (P-gp).
Prevention or Digoxin concentrations should be monitored when coadministering
Management: INGREZZA with digoxin. Increased digoxin exposure may increase the risk

of exposure-related adverse reactions. Dosage adjustment of digoxin may
be necessary.

" The induction potency of St. John’s wort may vary widely based on preparation.

Drugs Having No Clinically Important Interactions with INGREZZA

Dosage adjustment for INGREZZA is not necessary when used in combination with substrates of CYP1A2,

CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2E1, or CYP3A4/5 based on in vitro study results.

OVERDOSAGE

Human Experience

The pre-marketing clinical trials involving INGREZZA in approximately 850 subjects do not provide information

regarding symptoms with overdose.

Management of Overdosage

No specific antidotes for INGREZZA are known. In managing overdose, provide supportive care, including close

medical supervision and monitoring, and consider the possibility of multiple drug involvement. If an overdose

occurs, consult a Certified Poison Control Center (1-800-222-1222 or www.poison.org).

For further information on INGREZZA, call 84-INGREZZA (844-647-3992).
Distributed by:

Neurocrine Biosciences, Inc.
San Diego, CA 92130

INGREZZA is a registered trademark
of Neurocrine Biosciences, Inc.

Neurocrine
OP-VBZ-US-020345 05/2020
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FiXing primary
care’s broken
business model
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BY HANS DUVEFELT, MD

Primary care visits are never quick; we don’t give much
advice over the phone or online; and we prioritize the gov-
ernment’s and insurance companies’ public health agenda
over our own patients’ concerns.

Imagine health care as a retail customer experience for a
few minutes:

Imagine you’re going to Walmart to buy a bag of dog food,
a new coffee maker or to equip a small kitchen in your
newly built mother-in-law apartment.

1. You've bought dog food there before, so you know exact-
ly where it is. You just want to quickly grab a bag and get
out of there.

2. You have a rough idea of where the coftee makers are;
you know some brands you trust, but you might have one
or two questions before you select one, and if they don’t
have one you like, you might get it somewhere else. Or, you
might even check their website to see which models they
carry.

3. For the new kitchen, you have a list, but know you
probably haven’t thought of everything, so you plan to walk
down the aisles in the kitchen and home departments. You
plan to spend a fair amount of money, so you might be

on the lookout for special sales or promotions. But, you
definitely don’t want someone else to choose all the items
for you.

Can Walmart meet your needs in all these situations? Prob-
ably yes.

Now, think about how your doctor’s office
works

1. Can you quickly get in and out if you have a simple prob-
lem like conjunctivitis?

2. Are they able to give you information on what your
options are for a recurring shoulder dislocation; could
they refer you to a shoulder specialist without first waiting
weeks to see your primary care doctor?

3. You have lots of issues and try to get an appointment to
deal with them all at once; you think of it as a physical, but
last time you had a physical, your doctor brought up all
kinds of things you don’t particularly see as priorities for
yourself.

Here are the existing realities of primary care
We can't afford to just see you for something quick. Our
quality indicators, which more and more will determine
how we get paid, will go down if we don’t screen you at
every visit and offer interventions for depression, smoking,
alcohol misuse, hypertension, weight management, immu-
nization needs and much more.

We won't refer you without seeing you, and we often
hesitate giving you medical advice over the phone. Our
providers are not scheduled for anything else besides
seeing patients, because the rules of how we are paid still
emphasize face-to-face visits over “population man-
agement.” So our providers are busy all day long seeing
patients for visits that could have been simple but are
loaded up with mandatory screenings and interventions
and our medical assistants, besides being busy with all
our screening questionnaires, are discouraged from
giving medical advice they aren’t formally trained to
provide.

Is there a doctor shortage?

We are said to have a doctor shortage. We have an aging
population with more and more chronic diseases, like di-
abetes and heart disease. The need for skilled and experi-
enced medical providers is continually increasing.
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We have no public health system to speak of in this country,
so the government, through Medicare and Medicaid, has
mandated that health care providers do the things the public
health system does in other countries.

This is, plain and simple, what is clogging up the works in
health care today: Too much non-doctor work is crammed
into each patient visit, and we can’t charge for giving advice
or directing care except in a face-to-face visit.

You don’t need to go to medical school to give immuniza-
tions, tell people smoking is bad for you, explain that “low
fat” foods cause obesity, or promote regular exercise. You
don’t even need to be a doctor, PA or NP to screen for high
blood pressure — only to treat it. (Some pundits, in utter
desperation, have suggested we send pharmacists to school
to learn how to treat hypertension, but there are of course
plenty of licensed medical providers who are able and will-
ing to do that if we get freed up from the less-skilled tasks I
just listed above.)

Patients and doctors have no control

Now, why are we doing all those things we do if they are so
inefficient? Quite simply, whoever pays us has the power to
define our work. We call that “health insurance,” but that is
not exactly what we are dealing with. Insurance, for home,
auto or employer liability, has nothing to do with predict-
able events or minor issues. Your car insurance doesn’t

pay for oil changes or tire wear, not even for a minor paint
scratch. But somehow that is what we expect health insur-
ance to cover for our bodies. In terms of auto insurance,
most people probably figure an insurance job carries an
inflated price tag and lots of paperwork. The same is true for
health care, which should not be a surprise to anyone.

For example, years ago the overhead cost of insurance bill-
ing for each primary care doctor was reported to be $80,000.
That, put very plainly, is money that patients and employers
are ultimately paying through premiums and deductibles.

And all the mandated screenings are there because Medi-
care, in particular, has the right to micromanage doctors’
work because they are paying for health care visits, which
could be quicker and less costly if patients had control over
their health care spending.

How could we do better?
We do three things in primary care, each with its own work-
flow and, really, each with its own economics.

1. We could do our part of public health more effective-
ly. Allow us to promote immunizations and other primary
preventions outside our already crammed fifteen-minute
visits. Pay us a per patient per year stipend to reach out

to target populations through mail, phone, web or, when
appropriate, in person about general health issues. Stop
imagining we can do all of it and still treat diseases, acute
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and chronic, in our measly fifteen minutes. Right now, that
is just clicking boxes with little actual substance. Use some
of the government money that should have been spent on a
working public health system if you want us to step in and
do the government’s work.

2. Make it economically feasible for medical providers to
oversee patient care by acknowledging that reading incom-
ing reports, answering phone or web inquiries and coordi-
nating care with specialists and hospitals are essential parts
of being a medical home for patients. Such activities should
not be unpaid services eked out at the expense of lunch,
bathroom breaks or dinner with our families.

3. Allow us to define each office visit together with our
patients. It is insulting to everyone involved to have to
interrogate someone with a splitting headache, twisted ankle
or bleeding laceration about their diet and alcohol habits.

I could see many more patients if I could delegate those
things to outreach staff or simply not do it every visit. Right
now we are made to act as if we will never see that patient
again. I was trained to provide care over time, in a relation-
ship based practice. That is proven to be an effective and
fiscally sound way to deliver health care.

The third task is the only one that makes sense to pay us for
on a per-visit basis, whereas the first two deserve their own
payment method. Personally, I wonder if the first few hun-
dred dollars worth of primary care visits are worth churning
through the expensive bureaucratic insurance machinery, or
if it wouldn’t make more sense to just allow each patient a
set amount of spending at their discretion.

I am not writing about privately financed, direct primary
care or concierge medicine. Those obviously exist, and may
work well for many people, but the health care payment op-
tions for most Americans are what desperately need fixing.

Only if we acknowledge that public health, population
health, and face-to-face visits are three separate aspects of
health care can we move forward in reforming primary care.
And only if we recognize and reimburse physicians’ non-
face-to-face work fairly will we see the improved customer
service and doctor-patient communications we are now
only paying lip service to.

Where would Google be if we had to make an appointment
to sit down with a search consultant and pose our questions,
fifteen minutes at a time? It may be an outlandish analogy,
but health care needs some shaking up.

Hans Duvefelt, MD is a Family Physician, Writer, Teacher and
Mentor. You can read more of his articles at acountrydoctorwrites.
wordpress.com



WAYS TO START IMMEDIATELY
INCREASING REVENUE

Neuro-Cognitive

Testing D

- Medicare mandates yearly
cognitive assessment

- Takes 10-15 minutes to prep patient,
20 minutes to test

- Analyzes: brain health (EEG), brain
processing speed (Evoke Potentials),
heart health (EKG), mental health
(neuropsychology)

« Reimburses using 6 CPT codes,
National Average = $750 - $1000 per test

« Each test is processed into a fully-finished,
clinically actionable report

« Easy to understand biomarkers facilitate
more informed medical interventions,
such as biofeedback

SudoMotor
Testing @

(can be combined with ANS into 1 full system)

- Takes 3 minutes to analyze a patients’
hands and feet

- Provides a 1 page summary report

- Assesses peripheral nerve health
(c-fiber function) and asymmetry
between each hand and foot

- Reimburses $130/test (national average)

ANS Testing

(can be combined with SUDOMOTOR
into 1 full system)

- Takes less than 10 minutes to perform,
software provides verbal cues

- Tests for autonomic balance,
vascular health, physical/mental stress,
peripheral nerve health and other critical
hidden risk factors

« Reimburses $170/test using 3 CPT codes

- Provides a 1 page summary up to a full
24 page comprehensive report

Medical Device Depot

www.medicaldevicedepot.com

CALL TOLL FREE 877-646-3300

General reimbursement information is being provided only as of January 1, 2021 on an “as is” basis. Advanced Clinical Products makes no representations or warranties of any kind to the accuracy or
applicability of any content contained herein. The information does not constitute professional or legal advice on coding or reimbursement and should be used at your sole liability and discretion. All
coding, policies and reimbursement information is subject to change without notice. Before filing any claims, it is the provider’s responsibility to verify current requirements and policies with the payer"



CHEMISTRY ANALYZERS

EASY, INTEGRATED WITH-PATIENT

TESTING I-STAT SYSTEM
From Abbott Point of Care

FSTAL

The handheld i-STAT System offers a broad menu of diagnostic tests
at the patient’s side in just minutes. With just a few drops of blood,
the i-STAT System delivers real time, lab-accurate results for a wide
range of tests, including chemistries, blood gas, coagulation, cardiac
markers, and more. Minimize delays and wasted time with on-side
tests. Easy, intuitive operation.

For intended use and complete product information, visit pointof-
care.abbott.
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For in vitro diagnostic use only. This material is intended for a U.S.
audience only. i-STAT is a trademark of Abbott. Physician Office Re-
source i-STAT Product Description — US 3064.REV1 08/20

View Brochures, Videos & More at POR.io
Enter Number 9712 in the Search Area

ENVOY500+ DELIVERING PROVEN
RESULTS IN CLINICAL CHEMISTRY
From EliTech

The fully automated Envoy500+ is designed to deliver the
performance of a large floor model analyzer but provides the
cost efficiency of a benchtop analyzer (TPH approx. 490).

It enables accurate treatment decisions sooner. Envoy500+
delivers savings the laboratory requires with the following
features positive sample and reagent identification, clot
detection, liquid level sensing, dry ISE module, reusable glass
cuvettes, and many more.

View Brochures, Videos & More ot POR.io
Enter Number 9713 in the Search Area

FULL COMPLEMENT OF CLIA-WAIVED
BLOOD CHEMISTRY TESTS PICCOLO

XPRESS® CHEMISTRY ANALYZER
From Abbott Point of Care

The Piccolo Xpress Chemistry Analyzer provides physician
offices with lab-accurate results for a broad range of CLIA-
waived general chemistry tests, including metabolic panels,
lipids, live, and kidney function, and more with just 100
microliters of blood. Easy to use, the Plccolo Xpress provides
results during a patient’s visit, accelerating treatment decisions,
increasing efficiency, and supporting patient satisfaction.
Automated quality control on every test helps ensure accuracy.

View Brochures, Videos & More at POR.io
Enter Number 9714 in the Search Area
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POINT OF CARE

TRANSFORM PATIENT SATISFACTION
Abbott AND PRACTICE EFFICIENCY.
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CLIA Waived Tests: CMP,
BMP, Lipid Panel, Lipid Panel
Plus, General Chemistry,
Kidney Check, Renal Panel,
MetLyte 8 and Electrolytes
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i-STAT" piccolo/#

hemistry analyzer

Fast—Results in minutes, accelerating patient care decisions.
Accurate—Lab-accurate results for a wide range of tests.*
Versatile—Comprehensive CLIA-waived menu available.
Simple—Intuitive function to improve operational efficiency.

Convenient—Have test results during office visit, increasing patient satisfaction.

To learn more, contact your Abbott Point of Care representative at 888-893-0335,
your distribution representative, or visit www.pointofcare.abbott

*2016 Proficiency Testing Results, American Proficiency Institute, www.api-pt.com [Piccolo Xpress]. See cartridge information at www.pointofcare.abbott [i-STAT].

i-STAT Part No: 04J60-20 Waived Kit, 04J48-50 Moderately Complex Kit, 06F20-20 Waived Analyzer, 04P75-03 Moderately Complex Analyzer
Piccolo Xpress Part No: 07P05-50 Piccolo Xpress with 3YR Serv, 07P05-51 Piccolo Xpress with SYR Serv

©Abbott Point of Care Inc. 400 College Road East, Princeton, NJ 08540 www.pointofcare.abbott

For in vitro diagnostic use only. This material is intended for a U.S. audience only.

i-STAT is a trademark of Abbott. 3032.REV107/20 POR Ad - Abbott POC i-Stat/Piccolo
Piccolo Xpress is a registered trademark of Abaxis, Inc. and distributed by Abbott Point of Care.
Abaxis 888-3355 Rev A



HEMATOLOGY ANALYZERS

MICROS HEMATOLOGY ANALYZER
WITH 3-PART DIFFERENTIAL
PLUS THE LITE™™

From HORIBA Medical

Is it viral or bacterial? A CBC with 3-part differential can
provide the clues to help distinguish between viral and
bacterial infections before you decide to treat. The Micros 60
Hematology analyzer provides a CBC with 3-part Diff result in
less than 60 seconds using only 10 uL of sample. Connect to
the Lite®™™ Patient Data Management System for an affordable
way to consolidate patient results to one report.

View Brochures, Videos & More at POR.io
Enter Number 9717 in the Secrch Area
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TURN SMALL PLACES INTO SMART
SPACES
From Abbott

With reduced budgets, shrinking laboratory space and
staffing challenges, many laboratories need a solution that
lets them work smarter with less. The CELL-DYN Emerald
22 AL is a full performance, automated optical 5-part
differential analyzer that delivers smarter results for small to
midsize clinical laboratories.

« Compact Design

* Walkaway Functionality

« Ease Of Use

* Smart Safety Features

View Brochures, Videos & More at POR.io
Enter Number 9718 in the Search Area

CELL-DYN EMERALD HEMATOLOGY
ANALYZER
From Abbott

CELL-DYN Emerald is a 3-part differential hematology analyzer
that offers high performance in an affordable, compact design
that provides reliable and accurate patient results every time.
As a smaller operating laboratory, you need a solution that
offers reliable results. CELL-DYN Emerald provides results in
under 65 seconds. CELL-DYN Emereald’s small size, simple
touch screen software and reliability offer an easy-to-use, truly
compact table/bench top instrument for easy performance in
your laboratory.

View Brochures, Videos & More at POR.io
Enter Numlber 9719 in the Search Area
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Medical Equipment DEALS!

Tools for Increased Reimbursement & Office Efficiency at Discount Prices
EKGs with Interpretation ADView 2 Vital Signs Monitor

. Bionet CardioCare 2000: $1,255.00 The Adview 2 is still the only truly
i i Schiller AT-2 Plus: $2,626.00* modular diagnostic station that grows
*add Spirometry: $649.00 with your needs. Start with blood

el
Burdick ELI 280: $4,088.00 pressure and choose temperature or
Welch Allyn CP150 w/ Interp: $3,465.00 S pulse oximetry option at the time of

purchase. Starting at $676.00

EMR-Compatible PC-Based Diagnostics Screener Audiometer EMR-Compatible Spirometry
Cardio Resting EKG: Only Chnaes PC Based and

gl‘r?:l?: .E!glter' $878.00 o Direct-to-Printer
$2,09500 " Astra 300 USB*
Cardio Stress: ; L ??95-12"‘05
= 4 $2,995.00 N louch Screen
= T - Display
S — ')
Lifeline AED Pharmacy/VaccineRefrigerators & Freezers (Meets CDC and VFC guidlines)

Only
$1,245.00

Gold
Standard
AED

Refrigerators Freezers

B cu ft Refrigerator w/ Solid Door 23 cu ft Stainless Steel Freezer
(ARSEPV): §1,284.00 (AFS23ML): $2,804.00

15 cu ft Refrigerator wf Solid Door  LSR 2 cu ft -86°C Ultra-Low Temperature
(ARS15PV): §1,970.00 Chesl Freezer (LSRCB5-2). $5,459.00

a1
Integrated Diagnostic System (Oto/Ophth heads are Included) Family Practice Exam Table

Coaxial Ophth, Fiber Optic Oto, Speucla
Dispenser, Aneroid BP, Wall Transformer
table for any office.

and Wall Board
without Thermometer: $979.00 Many base and
with Thermometer: $1,416.00

i g upholstery color
| = combinations.
Coaxial Ophth, Fiber Optic ~ .
i : p—

A durable, reliable,
patient-friendly exam

“Lifetime
Warranty on Oto and Wall Transformer Only $824.00
LED Bulbs without Specula Dispenser: $825.00
with Specula Dispenser: $866.00 g E
@ Medical Device Depot
oy CLIA Waived COVID-19 Test
: ‘l Our Price: CareStart SARS-CoV-2 Rapid Antigen Test (20 Tests)
$299.00 As an intended point-of-care (POC) designated test with a 10 min processing time,

CareStart COVID-18 Antigen Test allows effective screening of COVID-19 infection on a
large scale. Rapid results within 10 minutes. Identify acute infection with 88.4% sensitivity
and 100% specificty. FDA & EUA approved!

Reimbursement:

Notiona merane 300St Your Revenue! @

$800 Neuro-Cognitive Testing for Primary Care Physicians
Analyzes (EEG) brain processing speed (Evoke Potentials), heart health (EKG) mental health
(Meuropyschology); Each test is processed into a fully-finished, clinically actionable report
that uncovers symptoms associated with dementia, anxiety, depression, PTSD, TBI and more.

CALL TODAY to ORDER: 877-646-3300




HEMATOLOGY ANALYZERS

PENTRA 60 C+ HEMATOLOGY
ANALYZER WITH 5-PART
DIFFERENTIAL

From HORIBA Medical

Now you can have the same results hospitals and
reference labs provide in a small, benchtop analyzer.
The Pentra 60 C+ hematology analyzer provides a
CBC with 5-part differential result using proprietary
technology that ensures an accurate count and
differential on the first run. Reduce repeats and reflex
to the microscope with Pentra hematology technology.

View Brochures, Videos & More at POR.io
Enter Number 9733 in the Search Area
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PENTRA XLR HEMATOLOGY
ANALYZER WITH 5-PART
DIFFERENTIAL

From HORIBA Medical

The Pentra XLR hematology analyzer with autoloader
provides a CBC with 5-part Diff result using proprietary
technology that ensures an accurate count and differential
on the first run. The Pentra XLR also provides a complete /_;"',‘,]T;-; 47 R
menu of Retic parameters for treating oncology and L
anemia patients. The autoloader processes 80 samples an
hour and provides random continuous access for medium-

to high-volume clinics and rural or community hospitals.

View Brochures, Videos & More at POR.io
Enter Number 9734 in the Secrch Area - e e

MICROS ES 60 HEMATOLOGY ANALYZER
WITH 3-PART DIFFERENTIAL
From HORIBA Medical

Simple to use and easy to maintain with a zero maintenance
concept, the Micros ES 60 is a small tabletop hematology
analyzer with an integrated data management system. The
analyzer provides a CBC with 3-part differential result in less
than 60 seconds using only 10 pL of sample. Connect to the
LiteP®™ Patient Data Management System for an affordable way to
consolidate patient results to one report.

View Brochures, Videos & More at POR.io
Enter Numlber 9735 in the Search Area
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Abbott

AN IVANNIDEVINY &
ACCURATE RESULTS EVERY TIME.

CELL-DYN EMERALD

Compact, easy-to-use 3-part differential hematology analyzer provides you with proven methods and

technology, including electronic impedance, absorption spectrophotometry, electronic valves, cyanide-free
lyse reagent, LCD color touch screen and USB ports.

COMPACT DESIGN

Conserving valuable laboratory workspace with a small footprint
and only 2 reagents plus on-board cleaner.

EASE OF USE

+ Decreasing manual entry errors and increasing compliance by
use of barcoded reagents

+ Reducing hands-on time with touch-free scheduled daily a

maintenance, startup and shutdown | = ! " CEWDYN

FLEXIBLE USER INTERFACE

+ Improving use and easing training of software functions with
color touch screen and numeric keypad

« Providing positive patient identification with barcode reader for
specimens

RELIABILITY

Helping you keep your commitments

OPTICAL 3-PART DIFFERENTIAL

Delivering comprehensive results for your doctors and patients

Learn how the CELL-DYN Emerald 22 can help
your laboratory operate more efficiently at:

CORELABORATORY.ABBOTT/HEMATOLOGY

©2020 Abbott. All rights reserved. All trademarks referenced are trademarks of either the Abbott group of companies or their respective owners.
For in vitro diagnostic only. Refer to the Operator’s Manual for operational precautions, limitations, and hazards.

ADD-00074091 12/20.



OSTEROPOROSIS DIAGNOSTICS

WHY BINDEX® IS A GAME-CHANGER IN OSTEO-
POROSIS DIAGNOSTICS.
From Bindex Medical

Comparable to DXA

Extensive clinical research has proven Bindex to be
90% accurate in detecting osteoporosis. It can replace
nearly 70% of DXA scans for patients with suspected
osteoporosis.
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Fast and effective

Using safe pulse-echo ultrasound to measure cortical
bone thickness, Bindex analyzes bone density in just
seconds.

Easy to use anywhere

Lightweight and pocket-sized, Bindex allows patients
to receive on-the-spot bone density scans in doctors’
offices, hospitals and clinics and at home.

NOW YOU CAN TRIAL BINDEX AT NO COST.
To trial Bindex in your office, visit
Bindex.us/launch or call (970)-306-7452.

View Brochures, Videos & More ot POR.io
Enter Number 9737 in the Search Area

EMR Compatable 12 Lead EKG with Interpretation
(For iPad, iPhone & other Devices)

MOBILE DEVICES!

* Latest Technology

(PC/Laptop and Mobile
Devices sold seperately)

* Convenient EKG for iPad

* Affordable and iPhone
ks with

« Ultra Portable Vﬁﬁgg\‘;\,’; S

e User Friendly Andorid and tablets

* Made in USA

For Androids, iPads,
iPhones and Tablets!

Medical Device Depot

Contact us for a special offer: " Manufactured in USA by:
877.646.3300 // medicaldevicedepot.com ’iuasm'

by A =N
1 i

© 2015 Nasiff Associates. All rights reserved. CardioSuite, CardioCard, CardioECG, CardioStress, CardioHolter, CardioVitals,
CardioMedical Center, CardioCard Mobile and Cardio Universal EMR Interface are trademarks of Nasiff Associates.

ing poliar
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GET BETTER OUTCOMES
WITH CRYOSURGERY

Your choice of a cryosurgical device has a big impact on
patient outcomes. CryoConcepts has the broadest line of
cryosurgical equipment in the world and our 28 years of
experience is built into every single product.

BETTER DESIGN. BETTER OUTCOMES.
BETTER FOR THE ENVIRONMENT.

Our world class products include: CryOmega®, a portable
pen-like device, CryoLab® Medical, a desktop-sized

cryo unit, and Histofreezer® FLEX, our next generation
canister that uses both cones and buds AND has the first
returnable canister that is better for the environment.

Ra: % A Virtual or In-Office Demo of

E] any of our products

~ All Things .

2 = N\ =1 % A FREE Lunch & Learn with our

3 \ COHCGDtS nationwide team of Cryo Experts

0 I - THE CRYO EXPERTS

o : . # A FREE E-book on better outcomes
s ¢ < www.CryoConcepts.com using cryosurgery in your practice

~ =




The Abstract:

Medical News and Research Update

A new monthly column from Physicians Office Resource looking into
current research and the future of medical science

26

Artificial Intelligence Models
Show 17 Potential FDA
Approved Drugs to Help
Treat COVID-19

While vaccines provide the best way to prevent
COIVD-19, researchers have been working to find
ways to treat COVID may have just found some
hope in several drugs already FDA approved. In

a recent study published in the Proceedings of
the National Academy of Science of the United
State of Americab, researchers at the University
of Michigan utilized artificial intelligence powered
image analysis of human cell lines during infection
with the coronavirus. In this computer model, cells
were treated in over 1,400 individual FDA ap-
proved drugs either before or after viral infection.
This resulted in 17 potential therapies, 10 of which
were new to the science community. Dr. Joha-
than Sexton, Ph.D assistant professor of Internal
medicine at the University of Michigan Medical
School and one of the senior authors on the paper
said, “Traditionally, the drug development process
takes a decade—and we just don’t have a decade.
The therapies we discovered are well positioned
for phase 2 clinical trials because their safety has
already been established.”6 One of the surprises
of this study was the anti-viral activity of lacto-
ferrin, a protein found naturally in human breast
milk that can also be found over the counter in

a dietary supplement derived from cow’s milk.

Dr. Sexton went on to say, “We found lactoferrin
had remarkable efficacy for preventing infection,
working better than anything else we observed.”6
In their article published in PNAS, researchers
mention that lactoferrin “inhibits SARS-CoV-2
infection in the nanomolar range in all cell models
with multiple modes of action, including blockage
of virus attachment to cellular heparan sulfate and
enhancement of interferon responses.”5

| PHYSICIANS OFFICE RESOURCE

Effectiveness of
COVID-19 Vaccines
Against the Delta
Variant

Questions and concern among the public and health
officials about the rise of SARS-CoV-2 variants (specif-
ically the Delta variant - the now dominant strain) and
the effectiveness of current Covid vaccines in precenting
symptomatic disease led to a new study published in the
New England Journal of Medicine, titled “Effectiveness

of Covid-19 Vaccines against the b.1.617.2 (Delta) Variant.”
Within this study, researchers reviewed data from En-
gland with symptomatic persons over the age of 16 who
underwent Covid-19 testing between October 2020 and
May 2021. They then assessed vaccination status in 4,272
persons who tested positive for the delta variant and in
14,837 who tested positive for the alpha variant. The two
vaccines utilized in this test were the Pfizer-BioNTech and
the AstraZeneca. Results showed that after one dose of
either vaccine, the effectiveness was lower against the
delta variant than the alpha variant. However, after

two doses vaccine effectiveness was high with
only modest differences between the vari-
ants. Researchers showed that after two
doses, the Pfizer-BioNTech vaccine
was 88% effective against the del-
ta variant and the AstraZeneca
vaccine was 67% effective3.
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theABSTRACT

medical news + research

New Heart
Disease Drug
Approved in the
UK Hailed as
“Life Changing”

It’s long been known that too much LDL cholesterol can
lead to a buildup of plagues in the blood vessels. Plague
build-ups deprive the flow of oxygen rich blood to the
heart which can lead to heart attacks and strokes. A new
drug developed by Novaris called Inclisiran is the first
drug to utilize RNA interference to help remove LDL from
the bloodstream. Inclisiran silences a gene called PCSKO9,
by doing so Inclisiran helps the liver absorb more LDL
cholesterol from the blood and break it down. The thera-
py is delivered via injection and could cut LDL cholesterol
levels by 50%. Studies also noted that Inclisiran when
combined with a statin could reduce cholesterol levels

by 75-80%. The National Health Service of England and
Wales estimate that if “300,000 people receive the drug
as planned, a projected 30,000 people could avoid pre-
mature death due to heart attacks and stroke.”8

Maternal Speech Increases Oxytocin Levels and Decreases
Pain Scores in Preterm infants During Painful Procedures

15 MILLION premature infants are born worldwide every year and are often faced with early maternal separation
and painful procedures which can have short and long term effects on their neurodevelopment. In an article in Nature

published on August 27, 2021, researchers wanted to see “whether the mother’s voice could provide an effective and
safe analgesia for preterm infants and whether endogenous oxytocin (OXT) could be linked to pain modulation.”4 In
this study, 20 preterm infants when undergoing painful procedures had their OXT levels in saliva and plasma cortisol
levels measured, and the Premature Infant Pain Profile was blindly coded by trained psychologist. When the mother
was speaking to the child during the procedure, Premature Infant Pain Profile scores significantly decreased, along
with an increase of OXT levels over the baseline. No effects on cortisol levels were found.4
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theABSTRACT

medical news + research

Ultrasound Activates Genetically
Engineered Immune Cells to Safely
Attack Tumors in Mice

CAR T Cell (chimeric antigen receptor) therapy is a type of treatment in which a patient’s T cells are changed in the
laboratory so they will attack cancer cells. Large numbers of these CAR T cells are grown in a laboratory and given to
the patient by infusion. This type of treatment has been used to treat certain blood caners, but not solid tumors. The
reason being is the CAR T cells are always turned on and are very potent - destroying not only cancer cells, but normal
healthy cells. In a recent article published in Nature Biomedical Engineering titled, “Control of the activity of CAR-T
cells within tumours via focused ultrasound,”7 researchers at UC San Diego took CAR T cells and re-engineered them
so that they only express the CAR protein when ultrasound energy is applied. Thus, allowing the researchers to turn on
the CAR T proteins and focus them on a specific spot in the body. The scientist tested their hypothesis on mice with
solid tumors. Taking the mice and injecting them with the re-engineered CAR T cells, they then used an ultrasound
transducer on the area of the skin on top of the tumor. The heat from the ultrasound activated the CAR T cells over the
tumor, attacking the tumor but keeping surrounding tissue and cells safe. Though still early in its research, the work

looks promising for new therapies to treat solid tumors.

Pulmonary Fibrosis Reversed

in Mice Utilizing Existing

FDA-approved Drug

Pulmonary fibrosis occurs when lung tissue becomes
damaged and scarred, leading to thick and stiff tissue
making it more difficult for lungs to function properly.
Scarring is caused by a multitude of factors and in most
cases doctors are not able to pinpoint the exact cause.
Currently there is no cure, and mortality often happens
within a few years; though there are certain therapies can
sometimes ease symptomsl. Promising results were pub-
lished recent article in the journal Nature, researchers at
the University of Alabama are starting to make headway
on a possible reversal of this disease. Utilizing mice mod-
els and an already approved FDA drug called ABT-199
(currently approved for treating types of leukemia), scien-
tists treated the mice with lung fibrosis with the drug and
after 21 days the mice’s lung architecture had returned to
normal. This specific test was initiated when researchers
discovered that human patients with pulmonary fibrosis
exhibited higher amounts of Bcl-2, a regulator of apopto-
sis, in their lung immune cells. With higher levels of Bcl-2,
macrophages refused to die off after completing their
work, which lead to lung damage caused by pulmonary
fibrosis. Research is still in the early stages but scientists
are hopeful this will lead to new therapies for treating
pulmonary fibrosis in humans.2
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VACCINE FREEZERS and REFRIGERATORS

[ Built-in readout for current & high/low temperature Optimized efficient performance for stable temperature
Audible & visual high/low temperature alarms Eco-friendly natural refrigerants for a greener footprint

Solid & Glass Door Refrigerators From 1 to 15 Cu.ft.  Refrigerators & Freezers From 23 to 49 Cu.ft.

Refrigeration designed
and purpose-built for
pharmacy, medication,
and vaccination
applications to support

— === +/-1°C variation derived from the maximum
deviation of an NTC sensor in a 1 oz. vial
located nearest the champer geometric
center during a 24 hour test period

| i == = meeting CDC/VFC
vaccine storage
1 - guidelines @
| 1 ! y E
S S— =
v

Advanced Temperature Control & Durable Performance 2]
Intelligent microprocessor digital temperature controller :
At_:ljl_Jstab_Ie operating ct_)ntrol range from +2 ?o +8°(? ] Avnces Extonded p— oA o
Digital display of the min/max temperature in Celsius or Fahrenheit Temporature  Warranty Alarms Option = —
Password protected control parameters beyond setpoitn wid
Optimized forced air cooling for excellent stability & uniformity with rapid recovery Q_
Open door and high/low temperature alarms o
Factory installed lock conveniently located towards the top of each unit Design for Eco- Fully Featured
Adjustable shelving can be spaced in ¥2” intervals for flexible storage Pororaing,  Frlendy e N o)

Pharma-Vac Refrigerators C

e oy gt W et Dot PRICE B O

ARS1PV 1 cu.ft. 21.5" 17.5” 19.5” White 865.00 % :
ARG1PV 1 cu.ft. 21.5” 17.5” 207 Glass 878.00 H o
ARS3PV 3 cu.ft. 33.75” 18.5" 19” White 965.00 g = —
ARG3PV 3 cu.ft. 33.75” 18.5” 19.5” Glass 969.00 ¢ v
ARSG6PV 6 cu.ft. 32.5” 23.5” 24.5" White 1,060.00 g m
ARG6PV 6 cu.ft. 32.5” 23.5” 257 Glass 1,072.00 5’ E
ARS8PV 8 cu.ft. 50" 23.38” 24.5" White 1,284.00 ‘E (-
ARG8PV 8 cu.ft. 50” 23.38” 257 Glass 1,349.00 : o
ARS12PV 12 cu.ft. 61.75" 23.38” 24.5" White 1,788.00 E S
ARG12PV 12 cu.ft. 61.75” 23.38” 257 Glass 1,801.00 ) :
ARS15PV 15 cu.ft. 72" 23.5” 24.5" White 1,970.00 § i —
ARG15PV 15 cu.ft. 72" 235" 25" Glass 1,983.00 g 'IG
Pharma-Lab Refrigerators =
Accucold Capacity Height Width Depth Door PRICE 'c
ARS23ML 23 cu.ft. 83.75 27.5 31 (1) Stainless 2,466.00 o
ARG23ML 23 cu.ft. 83.75 275 31 (1) Glass 2,811.00 S
ARS49ML 49 cu.ft. 83.75 55.25 31 (2) Stainless 3,634.00 .": Q_
ARG49ML 49 cu.ft. 83.75 55.25 31 (2) Glass 4,186.00 w —
L] —
Pharma-Lab Freezers > (©
Accucold Capacity Height Width Depth Door PRICE (-
AFS23ML 23 cu.ft. 83.75 275 31 (1) Stainless 2,804.00 o
AFS49ML 49 cu.ft. 83.75 55.25 31 (2) Stainless 4,299.00 G

Choosing the Right Sized Unit

Below are a few handy steps for determining the ideal refrigerator size for your clinic:
Estimate the maximum number of doses of Match your maximum doses with the minimum
publicly-provided vaccine and privately cubic feet needed to safely store your vaccine

purchased vaccine that will be in your

refrigerator. Max. Doses  Minimum Cubic Ft.
. . Add the number of doses on i 877-646-3300
Refrlgerator. 2,000+ doses may need more than one refrigerator

hand (current inventory) from

your last order form. 1000-2000 40 cu.ft
Public Vaccine - 900-1000 36 cu.ft
Private Vaccine +_ 801900 21-23 cu.ft M d' l D ° D t
Total doses = 701-800 17-19.5 cu.ft e lCa e U lce epolnc
Multiply (max inventory) x1.25 400-700 11-16.7 cu.ft
Maximum doses =
— 100-399 4.9-6.1 cu.ft

www.medicaldevicedepot.com



SPIROMETRY

PORTABLE, SINGLE CLICK
OPERATION SPIROMETER
From MicroDirect

The MicroDirect SpiroUSB many features include single
click operation of all main functions, full ATS/ERS test
quality checks, real time Flow/Volume and Volume/
Time traces, a choice of child incentive displays, choice
of predicted values, estimated lung age, pre/post
bronchodilator comparisons and can be used on multiple
PC’s with dongle software protection key. The child
incentive display and ATS quality checks ensure maximal
results every time. Use with a laptop for true portability.
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View Brochures, Videos & More at POR.io
Enter Number 9742 in the Search Area

MICRO 1 SPIROMETER
From MicroDirect

Specifically designed for situations where low cost
precision spirometry measurements are required, the Micro
| Spirometer measures the following parameters FEV1, FVC,

PEF, FEF25-75, EEV6, FEV1/FVC, FEV1/FEV6, FEF25 and
FEF25 that cn be displayed along with percent predicted and
post bronchodilator comparisons and provide an optional
printout if needed. Extremely lightweight and portable
making it suitable for hospital outreach clinics, bedside
screenings, health fair screenings and other situations where
remote testing is required.

View Brochures, Videos & More at POR.io
Enter Number 9743 in the Secrch Area

SPIROMETRY IS EASY
From MicroDirect

Unless the equipment is easy to use, it will not be fully
utilized by your staff. The MicroLab and MicrolLoop are
menu driven via a large graphic display and the test takes
less than five minutes to perform. The easy-to-read reports,
quality checks and built-in interpretation assist with

your diagnosis. Your office sees patients with indications
for spirometry on a daily basis. Accurately and quickly
diagnosis them so you can properly treat them.

View Brochures, Videos & More at POR.io
Enter Number 9744 in the Search Area
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It’s Important - Spirometry is the gold standard for the
diagnosis and management of both asthma and COPD.

It’s Good Medicine - Your patients are correctly diagnosed
and treated more accurately and conveniently in your of-
fice. The earlier you detect the disease; the easier you can
treat it.

It’s Easy - A spirometry test takes less than five minutes to
perform.

It’s Good Business - Office spirometry is third party re-
imbursable and will pay for itself within the first year of
purchase.

It’s Safe - The SpiroSafe filter is single use viral/bacterial
filters that helps to protect your patients and staff. It is
>99% effective against viral and bacterial cross-contami-
nation.

Why Micro Direct? - Micro Direct’s spirometry experts will
help you choose the right spirometer and then FULLY sup-
port your staff from training on how to use the spirometer
through billing questions; and all Micro Direct spirometers
are backed by a 30-day money back guarantee.

= Micro Direct, Inc.
= 803 Webster Street
ENNIVERSEEY Lewiston, ME 04240
SRl 1-888-287-8556

lcro sales@mdspiro.com
Direct www.mdspiro.com




VLUIBTAYO'

(cemiplimab-rwic)

Injection 350 mg

LIBTAYO is indicated for the first-line treatment of patients with non—small cell
lung cancer (NSCLC) whose tumors have high PD-L1 expression [tumor proportion N Ow APPROVED

score (TPS) >50%] as determined by an FDA-approved test, with no EGFR, ALK, or
ROS1 aberrations, and is':

e Locally advanced where patients are not candidates for surgical resection or

definitive chemoradiation or' N SC LC

\OMetastatic‘

As a first-line treatment
option in advanced

\

Overall survival with LIBTAYO vs platinum-based chemotherapy in EMPOWER-Lung 1'-3*
ITT patient population (N=710)'

32% reduction in risk of death HrR=0.68, P=0.0022!
Median 0S: 22.1 months (95% Cl, 17.7-NE) vs 14.3 months (95% Cl, 11.7-19.2) (chemotherapy’), HR=0.68, P=0.0022!
Number of deaths: 30% of patients (108 out of 356 patients) with LIBTAYO and 40% of patients (141 out of 354 patients) with chemotherapy!

The EMPOWER-Lung 1 study was designed to enroll patients with PD-L1 >50%.2

o Atotal of 710 patients were enrolled and randomized. For some patients, it was later determined that PD-L1 biomarker testing was not conducted
according to the instructions for use, and required retesting?

® An analysis was conducted in a subset of patients with known PD-L1 >50% (n=563). The analysis excluded 91 patients from the overall population
whose PD-L1 status was unknown because their tumors could not be retested, and 56 patients from the overall population who had <50% PD-L1
expression? (LIBTAYO is not indicated in patients with <50% PD-L1 expression)

Known PD-L1 >50% patient population (n=563)2*

43% reduction in risk of death HR=0.57, P=0.000223
Median 0S: NR (95% Cl, 17.9-NE) vs 14.2 months (95% Cl, 11.2-17.5) (chemotherapy™), HR=0.57, P=0.00022°
Number of deaths: 25% of patients (70 out of 283 patients) with LIBTAYO and 38% of patients (105 out of 280 patients) with chemotherapy?*

PD-L1 expression was determined using the PD-L1 IHC 22C3 pharmDx assay.'

*Investigator’s choice: Paclitaxel + cisplatin or carboplatin; gemcitahine + cisplatin or carboplatin; or pemetrexed + cisplatin or carboplatin followed by optional
pemetrexed maintenance in patients with nonsquamous histology."*

Platinum-based.
ALK=anaplastic lymphoma kinase; EGFR=epidermal growth factor receptor; HR=hazard ratio; IHC=immunohistochemistry; ITT=intention-to-treat; NE=not evaluable; NR=not reached;
NSCLC=non—small cell lung cancer; 0S=overall survival; PD-L1=programmed death ligand 1; ROS1=R0S proto-oncogene 1, receptor tyrosine kinase.

Clinical safety data'
e LIBTAYO was permanently discontinued due to adverse reactions in 6% of patients;

e Adverse reactions resulting in permanent discontinuation in at least 2 patients were pneumonitis, pneumonia, ischemic stroke, and
increased aspartate aminotransferase

e Serious adverse reactions occurred in 28% of patients receiving LIBTAYO;
e The most frequent serious adverse reactions in at least 2% of patients were pneumonia and pneumonitis

Important Safety Information

Warnings and PrecaUtmn_s . other immunosuppressants and the absence of a clear alternate
Severe and Fatal Immune-Mediated Adverse Reactions etiology. Monitor closely for symptoms and signs that may be

Immune-mediated adverse reactions, which may be severe or fatal, ~clinical manifestations of underlying immune-mediated adverse
can occur in any organ system or tissue at any time after starting reaCtIOﬂ_S. Evaluate_llver enzymes, creatinine, and thyroid function
treatment. While immune-mediated adverse reactions usually at baseline and periodically during treatment. In cases of

occur during treatment, they can also occur after discontinuation.  Suspected immune-mediated adverse reactions, initiate
Immune-mediated adverse reactions affecting more than one body ~ appropriate workup to exclude alternative etiologies, including
system can occur simultaneously. Early identification and infection. Institute medical management promptly, including
management are essential to ensuring safe use of PD-1/PD-L1- specialty consultation as appropriate.

blocking antibodies. The definition of immune-mediated adverse No dose reduction for LIBTAYO is recommended. In general, withhold
reactions included the required use of systemic corticosteroids or LIBTAYO for severe (Grade 3) immune-mediated adverse reactions.

Please see additional Important Safety Information and Brief Summary of full Prescribing Information on the following pages.




LIBTAYO safety profile in EMPOWER-Lung 1!
Adverse reactions in >10% of patients'

(_ AliGrades, % | Grade3-4,% ((_ AlGrades, % |( Grade3-4,% |
and ive tissue disorders

Musculoskeletal pain* 26 0.6 27 1.5

Skin and subcutaneous tissue disorders L . . .
*Musculoskeletal pain is a composite term that includes back pain,

Rash® 15 14 6 0 arthralgia, pain in extremity, musculoskeletal pain, musculoskeletal
Blood and lymphatic system disorders chest pain, bone pain, myalgia, neck pain, spinal pain, and
musculoskeletal stiffness.
Anemia 15 34 50 16 Rash is a composite term that includes rash, dermatitis, urticaria,
General disorders and administration site conditions rash maculopapular, erythema, rash erythematous, rash pruritic,
psoriasis, autoimmune dermatitis, dermatitis acneiform, dermatitis
Fatigue* 14 11 2 2 allergic, dermatitis atopic, dermatitis bullous, drug eruption,
_ o dyshidrotic eczema, lichen planus, and skin reaction.
Metabolism and nutrition disorders *Fatigue is a composite term that includes fatigue, asthenia,
Decreased appetite 12 0.6 18 0.3 and mala_lse_. ) ) ) )
. . . SPneumonia is a composite term that includes atypical pneumonia,
Infections and infestations embolic pneumonia, lower respiratory tract infection, lung abscess,

paracancerous pneumonia, pneumonia, pneumonia bacterial, and

Pneumonia® 11 5 12 5 ;
. . o pneumonia klebsiella.
Respiratory, thoracic, and mediastinal disorders Cough is a composite term that includes cough and productive cough.
Cough" 11 0 8 03 Toxicity was graded per National Cancer Institute Common

Terminology Criteria for Adverse Events (NCI CTCAE) v4.03.

In patients who had no EGFR, ALK, or ROS1 aberrations:

EMPOWER-Lung 1 was designed to enroll advanced NSCLC patients with PD-L1 >50%'

Phase 3, large, randomized, multicenter, open-label, active-controlled trial (ITT population, N=710)"?

Key eligibility criteria

o Treatment-naive metastatic NSCLQ LIBTAYO monotherapy 350 mg IV Q3W ) . :
* Locally advanced NSCLC, not candidates Treat until PD, un ac‘::yeptahl egtnxicity, Ulﬂl40n3| rﬂm;"“:tm“ "'If LIBT&EI] + Exclusion criteria included:

f%f surg\z@ltresectmn or definitive or 108 weeks (n=356) cycles of chemotherapy EGFR, ALK, or ROS1 genomic tumor aberrations,
. EDTFL%(;E/G‘UH a medical condition that required systemic
 ECOGPS O or 1 immunosuppression, uncontrolled infections with
Permitted for enroliment hepatitis _B‘ hepatit\s_ C, or HIV, a_utqimmune disease
o Treated, clinically stable brain metastases” Platinum-based chemotherapy Optional crossover to that required systemic therapy within 2 years of
o Controlled hepatitis B, hepatitis C, or HIV 4 to 6 cycles* (n=354) LIBTAYD monotherapy!! treatment, and never-smokers.

 Type 1 diabetes mellitus or hypothyroidism
only requiring hormone replacement

Primary endpoints': Secondary endpoints included"2:
e 0S and PFS * ORR (key), DOR, and safety and tolerability

LIBTAYO was examined in a clinical study that included historically underrepresented patients with advanced NSCLC 2

In the LIBTAYO arm (ITT patient population) at baseline, 12% of patients had pretreated and stable

brain metastases," 18% had locally advanced disease, and 2% had controlled hepatitis B or hepatitis C.
Patients with HIV were permitted to enroll, but none were recruited."?*

TPatients were eligible if they had been adequately treated and had neurologically returned to baseline for at least 2 weeks prior to randomization.!
#Investigator's choice: Paclitaxel + cisplatin or carboplatin; gemcitabine + cisplatin or carboplatin; or pemetrexed + cisplatin or carboplatin followed by optional pemetrexed maintenance in

patients with nonsquamous histology.!
**Patients who experienced IRC-assessed RECIST 1.1-defined progressive disease on therapy with LIBTAYO were permitted to continue treatment with LIBTAYO 350 mg Q3W for up to 108

additional weeks, along with the addition of histology-specific chemotherapy for 4 cycles until further disease progression was observed.!

fiPatients who experienced IRC-assessed RECIST 1.1-defined progressive disease on chemotherapy were permitted to receive treatment with LIBTAYO for up to 108 weeks."?
Randomization was stratified by histology (nonsquamous vs squamous) and geographic region (Europe vs Asia vs rest of world).!
Median duration of exposure was 27.3 weeks (range, 9 days-115 weeks) for LIBTAYO vs 17.7 weeks (range, 18 days-86.7 weeks) for chemotherapy.!

DOR=duration of response; ECOG=Eastern Cooperative Oncology Group; IRC=independent review committee; IV=intravenous; ORR=objective response rate; PD=progressive disease;
PFS=progression-free survival; PS=performance status; Q3W=every 3 weeks; R=randomization; RECIST=Response Evaluation Criteria in Solid Tumors.

For more information, visit LIBTAYOhcp.com

Important Safety Information (continued)
Warnings and Precautions (continued) Withhold or permanently discontinue LIBTAYO depending on severity. In

Medi . . general, if LIBTAYO requires interruption or discontinuation, administer
Severe and Fatal Inmune-Mediated Adverse Reactions (continued) systemic corticosteroid therapy (1 to 2 mg/kg/day prednisone or

Permanently discontinue LIBTAYO for life-threatening (Grade 4) immune-  equivalent) until improvement to Grade 1 or less. Upon improvement to
mediated adverse reactions, recurrent severe (Grade 3) immune-mediated ~ Grade 1 or less, initiate corticosteroid taper and continue to taper over at
adverse reactions that require systemic immunosuppressive treatment, o least 1 month. Consider administration of other systemic

an inability to reduce corticosteroid dose to 10 mg or less of prednisone immunosuppressants in patients whose immune-mediated adverse
equivalent per day within 12 weeks of initiating steroids. reactions are not controlled with corticosteroids.

Please see additional Important Safety Information and Brief Summary of full Prescribing Information on the following pages.



VLIBTAYO'

(cemiplimab-rwic)

Injection 350 mg

Important Safety Information (continued)

Warnings and Precautions (continued)
Severe and Fatal Inmune-Mediated Adverse Reactions (continued)

Immune-mediated pneumonitis: LIBTAYO can cause immune-mediated
pneumonitis. In patients treated with other PD-1/PD-L1-blocking
antibodies, the incidence of pneumonitis is higher in patients who have
received prior thoracic radiation. Immune-mediated pneumonitis occurred
in 3.2% (26/810) of patients receiving LIBTAYO, including Grade 4 (0.5%),
Grade 3 (0.5%), and Grade 2 (2.1%). Pneumonitis led to permanent
discontinuation in 1.4% of patients and withholding of LIBTAYO in

2.1% of patients. Systemic corticosteroids were required in all patients
with pneumonitis. Pneumonitis resolved in 58% of the 26 patients. Of the
17 patients in whom LIBTAYO was withheld, 9 reinitiated after symptom
improvement; of these, 3/9 (33%) had recurrence of pneumonitis.
Withhold LIBTAYO for Grade 2, and permanently discontinue for Grade 3
or 4. Resume in patients with complete or partial resolution (Grade 0

to 1) after corticosteroid taper. Permanently discontinue if no complete
or partial resolution within 12 weeks of initiating steroids or inability to
reduce prednisone to less than 10 mg per day (or equivalent) within

12 weeks of initiating steroids.

Immune-mediated colitis: LIBTAYO can cause immune-mediated colitis.
The primary component of immune-mediated colitis was diarrhea.
Cytomegalovirus (CMV) infection/reactivation has been reported in
patients with corticosteroid-refractory immune-mediated colitis treated
with PD-1/PD-L1-blocking antibodies. In cases of corticosteroid-
refractory immune-mediated colitis, consider repeating infectious workup
to exclude alternative etiologies. Inmune-mediated colitis occurred in
2.2% (18/810) of patients receiving LIBTAYO, including Grade 3 (0.9%)
and Grade 2 (1.1%). Colitis led to permanent discontinuation in 0.4% of
patients and withholding of LIBTAYO in 1.5% of patients. Systemic
corticosteroids were required in all patients with colitis. Colitis resolved
in 39% of the 18 patients. Of the 12 patients in whom LIBTAYO was
withheld, 4 reinitiated LIBTAYO after symptom improvement; of these,
3/4 (75%) had recurrence. Withhold LIBTAYO for Grade 2 or 3, and
permanently discontinue for Grade 4. Resume in patients with complete
or partial resolution (Grade 0 to 1) after corticosteroid taper. Permanently
discontinue if no complete or partial resolution within 12 weeks of
initiating steroids or inability to reduce prednisone to less than 10 mg
per day (or equivalent) within 12 weeks of initiating steroids.

Immune-mediated hepatitis: LIBTAYO can cause immune-mediated
hepatitis. Inmune-mediated hepatitis occurred in 2% (16/810) of
patients receiving LIBTAYO, including fatal (0.1%), Grade 4 (0.1%),
Grade 3 (1.4%), and Grade 2 (0.2%). Hepatitis led to permanent
discontinuation of LIBTAYO in 1.2% of patients and withholding of
LIBTAYO in 0.5% of patients. Systemic corticosteroids were required in
all patients with hepatitis. Additional immunosuppression with
mycophenolate was required in 19% (3/16) of these patients. Hepatitis
resolved in 50% of the 16 patients. Of the 5 patients in whom LIBTAYO
was withheld, 3 reinitiated LIBTAYO after symptom improvement; of
these, none had recurrence.

For hepatitis with no tumor involvement of the liver: Withhold LIBTAYO if
AST or ALT increases to more than 3 and up to 8 times the upper limit of
normal (ULN) or if total bilirubin increases to more than 1.5 and up to

3 times the ULN. Permanently discontinue LIBTAYO if AST or ALT increases
to more than 8 times the ULN or total bilirubin increases to more than

3 times the ULN.

For hepatitis with tumor involvement of the liver: Withhold LIBTAYO if
baseline AST or ALT is more than 1 and up to 3 times ULN and increases

to more than 5 and up to 10 times ULN. Also, withhold LIBTAYO if
baseline AST or ALT is more than 3 and up to 5 times ULN and increases
to more than 8 and up to 10 times ULN. Permanently discontinue LIBTAYO
if AST or ALT increases to more than 10 times ULN or if total bilirubin

increases to more than 3 times ULN. If AST and ALT are less than or equal
to ULN at baseline, withhold or permanently discontinue LIBTAYO based
on recommendations for hepatitis with no liver involvement.

Resume in patients with complete or partial resolution (Grade 0 to 1)
after corticosteroid taper. Permanently discontinue if no complete or

partial resolution within 12 weeks of initiating steroids or inability to
reduce prednisone to less than 10 mg per day (or equivalent) within

12 weeks of initiating steroids.

Immune-mediated endocrinopathies: For Grade 3 or 4 endocrinopathies,
withhold until clinically stable or permanently discontinue depending
on severity.

e Adrenal insufficiency: LIBTAYO can cause primary or secondary adrenal
insufficiency. For Grade 2 or higher adrenal insufficiency, initiate
symptomatic treatment, including hormone replacement as clinically
indicated. Withhold LIBTAYO depending on severity. Adrenal
insufficiency occurred in 0.4% (3/810) of patients receiving LIBTAYO,
including Grade 3 (0.4%). Adrenal insufficiency led to permanent
discontinuation of LIBTAYO in 1 (0.1%) patient. LIBTAYO was not
withheld in any patient due to adrenal insufficiency. Systemic
corticosteroids were required in all patients with adrenal insufficiency;
of these, 67% (2/3) remained on systemic corticosteroids. Adrenal
insufficiency had not resolved in any patient at the time of data cutoff

Hypophysitis: LIBTAYO can cause immune-mediated hypophysitis.
Hypophysitis can present with acute symptoms associated with mass
effect such as headache, photophobia, or visual field defects.
Hypophysitis can cause hypopituitarism. Initiate hormone replacement
as clinically indicated. Withhold or permanently discontinue depending
on severity. Hypophysitis occurred in 0.4% (3/810) of patients receiving
LIBTAYO, including Grade 3 (0.2%) and Grade 2 (0.1%) adverse
reactions. Hypophysitis led to permanent discontinuation of LIBTAYO in
1 (0.1%) patient and withholding of LIBTAYO in 1 (0.1%) patient.
Systemic corticosteroids were required in 67% (2/3) of patients with
hypophysitis. Hypophysitis had not resolved in any patient at the time
of data cutoff

Thyroid disorders: LIBTAYO can cause immune-mediated thyroid
disorders. Thyroiditis can present with or without endocrinopathy.
Hypothyroidism can follow hyperthyroidism. Initiate hormone
replacement or medical management of hyperthyroidism as clinically
indicated. Withhold or permanently discontinue LIBTAYO depending
on severity

Thyroiditis: Thyroiditis occurred in 0.6% (5/810) of patients receiving
LIBTAYO, including Grade 2 (0.2%) adverse reactions. No patient
discontinued LIBTAYO due to thyroiditis. Thyroiditis led to withholding
of LIBTAYO in 1 patient. Systemic corticosteroids were not required in
any patient with thyroiditis. Thyroiditis had not resolved in any patient
at the time of data cutoff. Blood thyroid stimulating hormone increased
and blood thyroid stimulating hormone decreased have also been reported

Hyperthyroidism: Hyperthyroidism occurred in 3.2% (26/810) of
patients receiving LIBTAYO, including Grade 2 (0.9%). No patient
discontinued treatment and LIBTAYO was withheld in 0.5% of patients
due to hyperthyroidism. Systemic corticosteroids were required in 3.8%
(1/26) of patients. Hyperthyroidism resolved in 50% of 26 patients.

0f the 4 patients in whom LIBTAYO was withheld for hyperthyroidism,

2 patients reinitiated LIBTAYO after symptom improvement; of these,
none had recurrence of hyperthyroidism

Hypothyroidism: Hypothyroidism occurred in 7% (60/810) of patients
receiving LIBTAYO, including Grade 2 (6%). Hypothyroidism led to
permanent discontinuation of LIBTAYO in 1 (0.1%) patient.
Hypothyroidism led to withholding of LIBTAYQ in 1.1% of patients.
Systemic corticosteroids were not required in any patient with
hypothyroidism. Hypothyroidism resolved in 8.3% of the 60 patients.
Majority of the patients with hypothyroidism required long-term thyroid
hormone replacement. Of the 9 patients in whom LIBTAYO was withheld
for hypothyroidism, 1 reinitiated LIBTAYQ after symptom improvement;
1 required ongoing hormone replacement therapy

Type 1 diabetes mellitus, which can present with diabetic ketoacidosis:
Monitor for hyperglycemia or other signs and symptoms of diabetes.
Initiate treatment with insulin as clinically indicated. Withhold LIBTAYO
depending on severity. Type 1 diabetes mellitus occurred in 0.1%
(1/810) of patients, including Grade 4 (0.1%). No patient discontinued
treatment due to type 1 diabetes mellitus. Type 1 diabetes mellitus led
to withholding of LIBTAYO in 0.1% of patients

Please see additional Important Safety Information and Brief Summary of full Prescribing Information on the following pages.



Important Safety Information (continued)
Warnings and Precautions (continued)

Severe and Fatal Immune-Mediated Adverse Reactions (continued)

Immune-mediated nephritis with renal dysfunction: LIBTAYO can cause
immune-mediated nephritis. Imnmune-mediated nephritis occurred in
0.6% (5/810) of patients receiving LIBTAYO, including fatal (0.1%),
Grade 3 (0.1%), and Grade 2 (0.4%). Nephritis led to permanent
discontinuation in 0.1% of patients and withholding of LIBTAYO in

0.4% of patients. Systemic corticosteroids were required in all patients
with nephritis. Nephritis resolved in 80% of the 5 patients. Of the

3 patients in whom LIBTAYO was withheld, 2 reinitiated LIBTAYO after
symptom improvement; of these, none had recurrence. Withhold LIBTAYO
for Grade 2 or 3 increased blood creatinine, and permanently discontinue
for Grade 4 increased blood creatinine. Resume in patients with
complete or partial resolution (Grade 0 to 1) after corticosteroid taper.
Permanently discontinue if no complete or partial resolution within

12 weeks of initiating steroids or inability to reduce prednisone to less
than 10 mg per day (or equivalent) within 12 weeks of initiating steroids.

Immune-mediated dermatologic adverse reactions: LIBTAYO can cause
immune-mediated rash or dermatitis. Exfoliative dermatitis, including
Stevens-Johnson syndrome (SJS), toxic epidermal necrolysis (TEN), and
drug rash with eosinophilia and systemic symptoms (DRESS) has
occurred with PD-1/PD-L1-blocking antibodies. Inmune-mediated
dermatologic adverse reactions occurred in 1.6% (13/810) of patients
receiving LIBTAYO, including Grade 3 (0.9%) and Grade 2 (0.6%).
Immune-mediated dermatologic adverse reactions led to permanent
discontinuation in 0.1% of patients and withholding of LIBTAYO in

1.4% of patients. Systemic corticosteroids were required in all patients
with immune-mediated dermatologic adverse reactions. Imnmune-
mediated dermatologic adverse reactions resolved in 69% of the

13 patients. Of the 11 patients in whom LIBTAYO was withheld for
dermatologic adverse reactions, 7 reinitiated LIBTAYO after symptom
improvement; of these, 43% (3/7) had recurrence of the dermatologic
adverse reaction. Topical emollients and/or topical corticosteroids may be
adequate to treat mild to moderate non-exfoliative rashes. Withhold
LIBTAYO for suspected SIS, TEN, or DRESS. Permanently discontinue
LIBTAYO for confirmed SJS, TEN, or DRESS. Resume in patients with
complete or partial resolution (Grade 0 to 1) after corticosteroid taper.
Permanently discontinue if no complete or partial resolution within

12 weeks of initiating steroids or inability to reduce prednisone to less
than 10 mg per day (or equivalent) within 12 weeks of initiating steroids.

Other immune-mediated adverse reactions: The following clinically
significant immune-mediated adverse reactions occurred at an incidence
of <1% in 810 patients who received LIBTAYO or were reported with the
use of other PD-1/PD-L1-blocking antibodies. Severe or fatal cases have
been reported for some of these adverse reactions.

e Cardiac/vascular: Myocarditis, pericarditis, and vasculitis.
Permanently discontinue for Grades 2, 3, or 4 myocarditis

¢ Nervous system: Meningitis, encephalitis, myelitis and demyelination,
myasthenic syndrome/myasthenia gravis (including exacerbation),
Guillain-Barré syndrome, nerve paresis, and autoimmune neuropathy.
Withhold for Grade 2 neurological toxicities and permanently
discontinue for Grades 3 or 4 neurological toxicities. Resume in
patients with complete or partial resolution (Grade 0 to 1) after
corticosteroid taper. Permanently discontinue if no complete or partial
resolution within 12 weeks of initiating steroids or inability to reduce
prednisone to less than 10 mg per day (or equivalent) within 12 weeks
of initiating steroids

e Ocular: Uveitis, iritis, and other ocular inflammatory toxicities. Some
cases can be associated with retinal detachment. Various grades of
visual impairment to include blindness can occur. If uveitis occurs in
combination with other immune-mediated adverse reactions, consider
a Vogt-Koyanagi-Harada—like syndrome, as this may require treatment
with systemic steroids to reduce the risk of permanent vision loss

e Gastrointestinal: Pancreatitis to include increases in serum amylase
and lipase levels, gastritis, duodenitis, stomatitis

e Musculoskeletal and connective tissue: Myositis/polymyositis,
rhabdomyolysis, and associated sequelae including renal failure,
arthritis, polymyalgia rheumatica

e Endocrine: Hypoparathyroidism

e Other (hematologic/immune): Hemolytic anemia, aplastic anemia,
hemophagocytic lymphohistiocytosis, systemic inflammatory
response syndrome, histiocytic necrotizing lymphadenitis (Kikuchi
lymphadenitis), sarcoidosis, immune thrombocytopenic purpura, solid
organ transplant rejection

Infusion-related reactions

Severe infusion-related reactions (Grade 3) occurred in 0.1% of patients
receiving LIBTAYO as a single agent. Monitor patients for signs and
symptoms of infusion-related reactions. The most common symptoms of
infusion-related reaction were nausea, pyrexia, rash, and dyspnea.
Interrupt or slow the rate of infusion for Grade 1 or 2, and permanently
discontinue for Grade 3 or 4.

Complications of allogeneic HSCT

Fatal and other serious complications can occur in patients who receive
allogeneic hematopoietic stem cell transplantation (HSCT) before or after
being treated with a PD-1/PD-L1-blocking antibody. Transplant-related
complications include hyperacute graft-versus-host disease (GVHD),
acute GVHD, chronic GVHD, hepatic veno-occlusive disease (VOD) after
reduced intensity conditioning, and steroid-requiring febrile syndrome
(without an identified infectious cause). These complications may occur
despite intervening therapy between PD-1/PD-L1 blockade and allogeneic
HSCT. Follow patients closely for evidence of transplant-related
complications and intervene promptly. Consider the benefit versus risks
of treatment with a PD-1/PD-L1-blocking antibody prior to or after an
allogeneic HSCT.

Embryo-fetal toxicity

LIBTAYO can cause fetal harm when administered to a pregnant woman
due to an increased risk of immune-mediated rejection of the developing
fetus resulting in fetal death. Advise women of the potential risk to a
fetus. Advise females of reproductive potential to use effective
contraception during treatment with LIBTAYO and for at least 4 months
after the last dose.

Adverse Reactions

e |n the pooled safety analysis of 810 patients, the most common
adverse reactions (>15%) with LIBTAYO were musculoskeletal pain,
fatigue, rash, and diarrhea

¢ In the pooled safety analysis of 810 patients, the most common
Grade 3-4 laboratory abnormalities (>2%) with LIBTAYO were
lymphopenia, hyponatremia, hypophosphatemia, increased aspartate
aminotransferase, anemia, and hyperkalemia

Use in Specific Populations
e Lactation: Because of the potential for serious adverse reactions in

breastfed children, advise women not to breastfeed during treatment
and for at least 4 months after the last dose of LIBTAYO

* Females and males of reproductive potential: Verify pregnancy status
in females of reproductive potential prior to initiating LIBTAYO

Please see Brief Summary of full Prescribing Information on the
following pages.

References: 1. LIBTAYO (cemiplimab-rwlc) injection full U.S. prescribing
information. Regeneron Pharmaceuticals, Inc., and sanofi-aventis U.S.
LLC. 2. Sezer A, Kilickap S, Giimiis M, et al. Cemiplimab monotherapy for
first-line treatment of advanced non-small-cell lung cancer with PD-L1
of at least 50%: a multicentre, open-label, global, phase 3, randomised,
controlled trial. Lancet. 2021;397(10274):592-604. Supplementary
material available at: https://www.sciencedirect.com/science/article/
abs/pii/S0140673621002282. Accessed February 13, 2021. 3. PD-L1
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Pathology Solutions; 2021. 4. Data on file. Regeneron Pharmaceuticals, Inc.
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VLUIBTAYO'

(cemiplimab-rwic)

Injection 350 mg

LIBTAYO® (cemiplimab-rwlc) injection, for intravenous use
Brief Summary of Prescribing Information

1 INDICATIONS AND USAGE

1.3 Non-Small Cell Lung Cancer

LIBTAYO is indicated for the first-line treatment of patients with non-small

cell lung cancer (NSCLC) whose tumors have high PD-L1 expression [Tumor

Proportion Score (TPS) = 50%] as determined by an FDA-approved test

[see Dosage and Administration (2.1) in the full prescribing information]),

with no EGFR, ALK or ROS1 aberrations, and is:

« |ocally advanced where patients are not candidates for surgical resection
or definitive chemoradiation or

* metastatic.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS

5.1 Severe and Fatal Inmune-Mediated Adverse Reactions

LIBTAYO is a monoclonal antibody that belongs to a class of drugs that
bind to either the programmed death receptor-1 (PD-1) or PD-ligand 1
(PD-L1), blocking the PD-1/PD-L1 pathway, thereby removing inhibition
of the immune response, potentially breaking peripheral tolerance and
inducing immune-mediated adverse reactions. Important immune-mediated
adverse reactions listed under Warnings and Precautions may not include
all possible severe and fatal immune-mediated reactions.

Immune-mediated adverse reactions, which may be severe or fatal, can
occur in any organ system or tissue. Immune-mediated adverse reactions
can occur at any time after starting PD-1/PD-L1 blocking antibody. While
immune-mediated adverse reactions usually manifest during treatment
with PD-1/PD-L1 blocking antibodies, immune-mediated adverse reactions
can also manifest after discontinuation of PD-1/PD-L1 blocking antibodies.
Immune-mediated adverse reactions affecting more than one body system
can occur simultaneously.

Early identification and management of immune-mediated adverse reactions
are essential to ensure safe use of PD-1/PD-L1 blocking antibodies. Monitor
closely for symptoms and signs that may be clinical manifestations of
underlying immune-mediated adverse reactions. Evaluate liver enzymes,
creatinine, and thyroid function at baseline and periodically during treatment.
In cases of suspected immune-mediated adverse reactions, initiate
appropriate workup to exclude alternative etiologies, including infection.
Institute medical management promptly, including specialty consultation
as appropriate.

Withhold or permanently discontinue LIBTAYO depending on severity

[see Dosage and Administration (2.3) in the full prescribing information].
In general, if LIBTAYO requires interruption or discontinuation, administer
systemic corticosteroid therapy (1 to 2 mg/kg/day prednisone or equivalent)
until improvement to Grade 1 or less. Upon improvement to Grade 1 or
less, initiate corticosteroid taper and continue to taper over at least 1 month.
Consider administration of other systemic immunosuppressants in patients
whose immune-mediated adverse reactions are not controlled with
corticosteroids.

Toxicity management guidelines for adverse reactions that do not necessarily
require systemic steroids (e.g., endocrinopathies and dermatologic reactions)
are discussed below.

Immune-Mediated Pneumonitis

LIBTAYO can cause immune-mediated pneumonitis. The definition of
immune-mediated pneumonitis included the required use of systemic
corticosteroids or other immunosuppressants and the absence of a clear
alternate etiology. In patients treated with other PD-1/PD-L1 blocking
antibodies the incidence of pneumonitis is higher in patients who have
received prior thoracic radiation.

Immune-mediated pneumonitis occurred in 3.2% (26/810) of patients
receiving LIBTAYO, including Grade 4 (0.5%), Grade 3 (0.5%), and Grade 2
(2.1%) adverse reactions. Pneumonitis led to permanent discontinuation of
LIBTAYO in 1.4% of patients and withholding of LIBTAYO in 2.1% of the
patients.

Systemic corticosteroids were required in all patients with pneumonitis.
Pneumonitis resolved in 58% of the 26 patients. Of the 17 patients in
whom LIBTAYO was withheld for pneumonitis, 9 reinitiated LIBTAYO after
symptom improvement; of these, 3/9 (33%) had recurrence of pneumonitis.

Immune-Mediated Colitis

LIBTAYO can cause immune-mediated colitis. The definition of immune-
mediated colitis included the required use of systemic corticosteroids or
other immunosuppressants and the absence of a clear alternate etiology.
The primary component of the immune-mediated colitis was diarrhea.
Cytomegalovirus (CMV) infection/reactivation has been reported in
patients with corticosteroid-refractory immune-mediated colitis treated
with PD-1/PD-L1 blocking antibodies. In cases of corticosteroid-refractory
colitis, consider repeating infectious workup to exclude alternative etiologies.

Immune-mediated colitis occurred in 2.2% (18/810) of patients receiving
LIBTAYO, including Grade 3 (0.9%) and Grade 2 (1.1%) adverse reactions.
Colitis led to permanent discontinuation of LIBTAYQ in 0.4% of patients
and withholding of LIBTAYO in 1.5% of patients.

Systemic corticosteroids were required in all patients with colitis. Colitis
resolved in 39% of the 18 patients. Of the 12 patients in whom LIBTAYO
was withheld for colitis, 4 reinitiated LIBTAYO after symptom improvement;
of these, 3/4 (75%) had recurrence of colitis.

Immune-Mediated Hepatitis

LIBTAYO can cause immune-mediated hepatitis. The definition of immune-
mediated hepatitis included the required use of systemic corticosteroids or
other immunosuppressants and the absence of a clear alternate etiology.

Immune-mediated hepatitis occurred in 2% (16/810) of patients receiving
LIBTAYO, including fatal (0.1%), Grade 4 (0.1%), Grade 3 (1.4%), and
Grade 2 (0.2%) adverse reactions. Hepatitis led to permanent discontinuation
of LIBTAYO in 1.2% of patients and withholding of LIBTAYO in 0.5% of
patients.

Systemic corticosteroids were required in all patients with hepatitis.
Nineteen percent (19%) of these patients (3/16) required additional
immunosuppression with mycophenolate. Hepatitis resolved in 50% of the
16 patients. Of the 5 patients in whom LIBTAYO was withheld for hepatitis,
3 patients reinitiated LIBTAYO after symptom improvement; of these, none
had recurrence of hepatitis.

Immune-Mediated Endocrinopathies
Adrenal Insufficiency

LIBTAYO can cause primary or secondary adrenal insufficiency. For Grade 2
or higher adrenal insufficiency, initiate symptomatic treatment, including
hormone replacement as clinically indicated. Withhold LIBTAYO depending
on severity [see Dosage and Administration (2.3) in the full prescribing
information].

Adrenal insufficiency occurred in 0.4% (3/810) of patients receiving LIBTAYO,
including Grade 3 (0.4%) adverse reactions. Adrenal insufficiency led to
permanent discontinuation of LIBTAYO in 1 (0.1%) patient. LIBTAYO

was not withheld in any patient due to adrenal insufficiency. Systemic
corticosteroids were required in all patients with adrenal insufficiency;

of these 67% (2/3) remained on systemic corticosteroids. Adrenal
insufficiency had not resolved in any patient at the time of data cutoff.
Hypophysitis

LIBTAYO can cause immune-mediated hypophysitis. Hypophysitis can
present with acute symptoms associated with mass effect such as headache,
photophobia, or visual field defects. Hypophysitis can cause hypopituitarism.
Initiate hormone replacement as clinically indicated. Withhold or
permanently discontinue LIBTAYO depending on severity [see Dosage

and Administration (2.3) in the full prescribing information].

Hypophysitis occurred in 0.4% (3/810) of patients receiving LIBTAYO,
including Grade 3 (0.2%) and Grade 2 (0.1%) adverse reactions.
Hypophysitis led to permanent discontinuation of LIBTAYQ in 1 (0.1%)
patient and withholding of LIBTAYO in 1 (0.1%) patient. Systemic
corticosteroids were required in 67% (2/3) patients with hypophysitis.
Hypophysitis had not resolved in any patient at the time of data cutoff.

Thyroid Disorders

LIBTAYO can cause immune-mediated thyroid disorders. Thyroiditis can
present with or without endocrinopathy. Hypothyroidism can follow
hyperthyroidism. Initiate hormone replacement or medical management of
hyperthyroidism as clinically indicated. Withhold or permanently discontinue
LIBTAYO depending on severity [see Dosage and Administration (2.3) in
the full prescribing information].

Thyroiditis: Thyroiditis occurred in 0.6% (5/810) of patients receiving LIBTAYO,
including Grade 2 (0.2%) adverse reactions. No patient discontinued
LIBTAYO due to thyroiditis. Thyroiditis led to withholding of LIBTAYO in

1 patient. Systemic corticosteroids were not required in any patient with
thyroiditis. Thyroiditis had not resolved in any patient at the time of data cutoff.

Blood thyroid stimulating hormone increased and blood thyroid stimulating
hormone decreased have also been reported.




Hyperthyroidism: Hyperthyroidism occurred in 3.2% (26/810) of patients
receiving LIBTAYO, including Grade 2 (0.9%) adverse reactions. No patient
discontinued treatment due to hyperthyroidism. Hyperthyroidism led to
withholding of LIBTAYO in 0.5% of patients.

Systemic corticosteroids were required in 3.8% (1/26) of patients with
hyperthyroidism. Hyperthyroidism resolved in 50% of the 26 patients.

Of the 4 patients in whom LIBTAYO was withheld for hyperthyroidism,

2 patients reinitiated LIBTAYO after symptom improvement; of these, none
had recurrence of hyperthyroidism.

Hypothyroidism: Hypothyroidism occurred in 7% (60/810) of patients
receiving LIBTAYO, including Grade 2 (6%) adverse reactions.
Hypothyroidism led to permanent discontinuation of LIBTAYO in 1 (0.1%)
patient. Hypothyroidism led to withholding of LIBTAYO in 1.1% of patients.

Systemic corticosteroids were not required in any patient with hypothyroidism.
Hypothyroidism resolved in 8.3% of the 60 patients. The majority of
patients with hypothyroidism required long-term thyroid hormone
replacement.

Of the 9 patients in whom LIBTAYO was withheld for hypothyroidism,
1 reinitiated LIBTAYO after symptom improvement; 1 required ongoing
hormone replacement therapy.

Type 1 Diabetes Mellitus, which can present with diabetic ketoacidosis.

Monitor patients for hyperglycemia or other signs and symptoms of
diabetes. Initiate treatment with insulin as clinically indicated. Withhold
LIBTAYO depending on severity [see Dosage and Administration (2.3) in
the full prescribing information].

Type 1 diabetes mellitus occurred in 0.1% (1/810) of patients, including
Grade 4 (0.1%) adverse reactions. No patient discontinued treatment due
to Type 1 diabetes mellitus. Type 1 diabetes mellitus led to withholding of
LIBTAYO in 0.1% of patients.

Immune-Mediated Nephritis with Renal Dysfunction

LIBTAYO can cause immune-mediated nephritis. The definition of immune-
mediated nephritis included the required use of systemic corticosteroids or
other immunosuppressants and the absence of a clear alternate etiology.

Immune-mediated nephritis occurred in 0.6% (5/810) patients receiving
LIBTAYO, including fatal (0.1%), Grade 3 (0.1%) and Grade 2 (0.4%)
adverse reactions. Nephritis led to permanent discontinuation of LIBTAYO
in 0.1% of patients and withholding of LIBTAYO in 0.4% of patients.

Systemic corticosteroids were required in all patients with nephritis.
Nephritis resolved in 80% of the 5 patients. Of the 3 patients in whom
LIBTAYO was withheld for nephritis, 2 reinitiated LIBTAYO after symptom
improvement; of these, none had recurrence of nephritis.

Immune-Mediated Dermatologic Adverse Reactions

LIBTAYO can cause immune-mediated rash or dermatitis. The definition
of immune-mediated dermatologic adverse reaction included the required
use of systemic corticosteroids or other immunosuppressants and the
absence of a clear alternate etiology. Exfoliative dermatitis, including
Stevens-Johnson Syndrome (SJS), toxic epidermal necrolysis (TEN), and
DRESS (Drug Rash with Eosinophilia and Systemic Symptoms), has
occurred with PD-1/PD-L1 blocking antibodies. Topical emollients and/or
topical corticosteroids may be adequate to treat mild to moderate non-
exfoliative rashes. Withhold or permanently discontinue LIBTAYO
depending on severity [see Dosage and Administration (2.3) in the full
prescribing information].

Immune-mediated dermatologic adverse reactions occurred in 1.6%
(13/810) of patients receiving LIBTAYO, including Grade 3 (0.9%) and
Grade 2 (0.6%) adverse reactions. Dermatologic adverse reactions led to
permanent discontinuation of LIBTAYO in 0.1% of patients and withholding
of LIBTAYQ in 1.4% of patients.

Systemic corticosteroids were required in all patients with immune-mediated
dermatologic adverse reactions. Immune-mediated dermatologic adverse
reactions resolved in 69% of the 13 patients. Of the 11 patients in whom
LIBTAYO was withheld for dermatologic adverse reaction, 7 reinitiated
LIBTAYO after symptom improvement; of these 43% (3/7) had recurrence
of the dermatologic adverse reaction.

Other Immune-Mediated Adverse Reactions

The following clinically significant immune-mediated adverse reactions
occurred at an incidence of < 1% in 810 patients who received LIBTAYO
or were reported with the use of other PD-1/PD-L1 blocking antibodies.
Severe or fatal cases have been reported for some of these adverse reactions.

Cardiac/Vascular: Myocarditis, pericarditis, vasculitis

Nervous System: Meningitis, encephalitis, myelitis and demyelination,
myasthenic syndrome / myasthenia gravis (including exacerbation),
Guillain-Barre syndrome, nerve paresis, autoimmune neuropathy

Ocular: Uveitis, iritis, and other ocular inflammatory toxicities. Some

cases can be associated with retinal detachment. Various grades of visual
impairment to include blindness can occur. If uveitis occurs in combination
with other immune-mediated adverse reactions, consider a Vogt-Koyanagi-
Harada like syndrome, as this may require treatment with systemic
steroids to reduce the risk of permanent vision loss.

Gastrointestinal: Pancreatitis to include increases in serum amylase and
lipase levels, gastritis, duodenitis, stomatitis

Musculoskeletal and Connective Tissue: Myositis/polymyositis, rhabdomyolysis
and associated sequelae including renal failure, arthritis, polymyalgia
rheumatica

Endocrine: Hypoparathyroidism

Other (Hematologic/Immune): Hemolytic anemia, aplastic anemia,
hemophagocytic lymphohistiocytosis, systemic inflammatory response
syndrome, histiocytic necrotizing lymphadenitis (Kikuchi lymphadenitis),
sarcoidosis, immune thrombocytopenic purpura, solid organ transplant
rejection

5.2 Infusion-Related Reactions

Severe infusion-related reactions (Grade 3) occurred in 0.1% of patients
receiving LIBTAYO as a single agent. Monitor patients for signs and
symptoms of infusion-related reactions. The most common symptoms of
infusion-related reaction were nausea, pyrexia, rash and dyspnea.

Interrupt or slow the rate of infusion or permanently discontinue LIBTAYO
based on severity of reaction [see Dosage and Administration (2.3) in the
full prescribing information].

5.3 Complications of Allogeneic HSCT

Fatal and other serious complications can occur in patients who receive
allogeneic hematopoietic stem cell transplantation (HSCT) before or after
being treated with a PD-1/PD-L1 blocking antibody. Transplant-related
complications include hyperacute graft-versus-host-disease (GVHD), acute
GVHD, chronic GVHD, hepatic veno-occlusive disease (VOD) after reduced
intensity conditioning, and steroid-requiring febrile syndrome (without

an identified infectious cause). These complications may occur despite
intervening therapy between PD-1/PD-L1 blockade and allogeneic HSCT.

Follow patients closely for evidence of transplant-related complications and
intervene promptly. Consider the benefit versus risks of treatment with a
PD-1/PD-L1 blocking antibody prior to or after an allogeneic HSCT.

5.4 Embryo-Fetal Toxicity

Based on its mechanism of action, LIBTAYO can cause fetal harm when
administered to a pregnant woman. Animal studies have demonstrated
that inhibition of the PD-1/PD-L1 pathway can lead to increased risk of
immune-mediated rejection of the developing fetus resulting in fetal death.
Advise women of the potential risk to a fetus. Advise females of reproductive
potential to use effective contraception during treatment with LIBTAYO and
for at least 4 months after the last dose [see Use in Specific Populations
(8.1, 8.3)].

6  ADVERSE REACTIONS
The following serious adverse reactions are described elsewhere in the
labeling.

» Severe and Fatal Immune-Mediated Adverse Reactions [see Warnings
and Precautions (5.1)]

* Infusion-Related Reactions [see Warnings and Precautions (5.2)]
» Gomplications of Allogeneic HSCT [see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions,
adverse reaction rates observed in the clinical trials of a drug cannot be
directly compared to rates in the clinical trials of another drug and may not
reflect the rates observed in practice.

The data described in Warnings and Precautions reflect exposure to
LIBTAYO as a single agent in 810 patients in three open-label, single-arm,
multicohort studies (Study 1423, Study 1540 and Study 1620), and one
open-label randomized multi-center study (Study 1624). These studies
included 219 patients with advanced CSCC (Studies 1540 and 1423),

132 patients with advanced BCC (Study 1620), 355 patients with NSCLC
(Study 1624), and 104 patients with other advanced solid tumors

(Study 1423). LIBTAYO was administered intravenously at doses of 3 mg/kg
every 2 weeks (n=235), 350 mg every 3 weeks (n=543), or other doses
(n=32; 1 mg/kg every 2 weeks, 10 mg/kg every 2 weeks, 200 mg every

2 weeks). Among the 810 patients, 57% were exposed for = 6 months and
25% were exposed for = 12 months. In this pooled safety population, the
most common adverse reactions (=15%) were musculoskeletal pain, fatigue,
rash, and diarrhea. The most common Grade 3-4 laboratory abnormalities
(=2%) were lymphopenia, hyponatremia, hypophosphatemia, increased
aspartate aminotransferase, anemia, and hyperkalemia.



Non-Small Cell Lung Cancer (NSCLC)

The safety of LIBTAYO was evaluated in 355 patients with locally advanced
or metastatic NSCLC in Study 1624 [see Clinical Studies (14.3) in the full

Table 7: Grade 3 or 4 Laboratory Abnormalities Worsening from
Baseline in =1% of Patients with Locally Advanced or
Metastatic NSCLC Receiving LIBTAYO in Study 1624

prescribing information]. Patients received LIBTAYO 350 mg every 3 weeks Laboratory Abnormality L:lB_T3A5Y50 Che"'l‘f;'l‘;’aw
(n=355) or investigator’s choice of chemotherapy (n=342), consisting of ~ —
paclitaxel plus cisplatin or carboplatin; gemcitabine plus cisplatin or Grad;’/s 4
carboplatin; or pemetrexed plus cisplatin or carboplatin followed by optional - .
pemetrexed maintenance. The median duration of exposure was 27.3 weeks | Chemistry
(9 days to 115 weeks) in the LIBTAYO group and 17.7 weeks (18 days to Increased aspartate 39 12
86.7 weeks) in the chemotherapy group. In the LIBTAYO group, 54% of aminotransferase
patients were exposed to LIBTAYO for > 6 months and 22 % were exposed Increased alanine 27 03
for = 12 months. ammotransferalse
The safety population characteristics were: median age of 63 years (31 to noreased akalne phosphatase 24 03
79 years), 44% of patients 65 or older, 88% male, 86% White, 82% had :crizfssr:i'ss;it;"'r“b'" f; ?2
metastatic disease and 18% had locally advanced disease and ECOG vp — - -
performance score (PS) of 0 (27%) and 1 (73%). H'””elasled creatinine 12 16
ematolo

LIBTAYO was permanently discontinued due to adverse reactions in 6% of Lymphosgnia 7 9
patients; adverse reactions resulting in permanent discontinuation in at least Anemi 27 16
2 patients were pneumonitis, pneumonia, ischemic stroke and increased nemia :
aspartate aminotransferase. Serious adverse reactions occurred in 28% of Electrolytes
patients. The most frequent serious adverse reactions in at least 2% of Hyponatremia 6 7
patients were pneumonia and pneumonitis. Hyperkalemia 492 19
Table 6 summarizes the adverse reactions that occurred in = 10% of patients Hypocalcemia 3.9 3.4
and Table 7 summarizes Grade 3 or 4 laboratory abnormalities in patients Hvoonhosonatemi 22 T
receiving LIBTAYO. ypophosphatemia : :
Table 6: Adverse Reactions in > 10% of Patients with Locally Advanced Hypermagneseia 21 16

or Metastatic NSCLC Receiving LIBTAYO in Study 1624 Hypokalemia 15 22
Adverse Reactions LIBTAYO Chemotherapy Hypercalcemia 12 2.2

N=355 N=342 Toxicity graded per NCI CTCAE v. 4.03
All Grades Grades 3-4 All Grades Grades 3-4 a. Percentages are based on the number of patients with at least 1 post-baseline value
% % % % available for that parameter.

Musculoskeletal and connective tissue disorders 6.2 Immunogenicity . S N
Nusculoskaletal As with all_therapeut_m proteins, tlherg isa potential for immunogenicity.
pain 26 0.6 27 15 The detection of antibody formation is highly dependent on the sensitivity

and specificity of the assay. Additionally, the observed incidence of antibody

Skin and subcutaneous tissue disorders (including neutralizing antibody) positivity in an assay may be influenced
Rashb | 15 | 14 | 6 | 0 by several factorg including assay methodqlogy, sample haqdling, timing

- - of sample collection, concomitant medications, and underlying disease.

Blood and lymphatic system disorders For these reasons, comparison of the incidence of antibodies to
Anemia | 15 | 3.4 | 50 | 16 cemiplimab-rwlc in the studies described below with the incidence of

General disorders and administration site conditions antibodies in other studies or to other products may be misleading.
Fatigue® | 12 | 11 | 2% | 5 Anti-drug antibodies (ADA) were tested in 823 patients who received

- —— LIBTAYO. The incidence of cemiplimab-rwlc treatment-emergent ADAS

Metabolism and nutrition disorders was 2.2% using an electrochemiluminescent (ECL) bridging immunoassay;
Decreased 19 06 18 03 0.4% were .persistent ADA responses. In the patie_nts who developed
appetite ’ ’ anti-cemiplimab-rwic antibodies, there was no evidence of an altered

Infections and infestations pharmacokinetic profile of cemiplimab-rwlc.
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- - — L 8.1 Pregnancy

Respiratory, thoracic and mediastinal disorders Risk Summary

Cough® 1] 0 | 8 | o3 Based on its mechanism of action, LIBTAYO can cause fetal harm when

Toxicity was graded per National Cancer Institute Common Terminology Criteria for

Adverse Events (NCI CTCAE) v.4.03

a. Musculoskeletal pain is a composite term that includes back pain, arthralgia, pain in
extremity, musculoskeletal pain, musculoskeletal chest pain, bone pain, myalgia,
neck pain, spinal pain, and musculoskeletal stiffness

b. Rash is a composite term that includes rash, dermatitis, urticaria, rash maculo-
papular, erythema, rash erythematous, rash pruritic, psoriasis, autoimmune
dermatitis, dermatitis acneiform, dermatitis allergic, dermatitis atopic, dermatitis
bullous, drug eruption, dyshidrotic eczema, lichen planus, and skin reaction

c. Fatigue is a composite term that includes fatigue, asthenia, and malaise

d. Pneumonia is a composite term that includes atypical pneumonia, embolic
pneumonia, lower respiratory tract infection, lung abscess, paracancerous
pneumonia, pneumonia, pneumonia bacterial, and pneumonia klebsiella

e. Cough is a composite term that includes cough and productive cough

administered to a pregnant woman [see Clinical Pharmacology (12.1) in
the full prescribing information]. There are no available data on the use of
LIBTAYO in pregnant women. Animal studies have demonstrated that
inhibition of the PD-1/PD-L1 pathway can lead to increased risk of immune-
mediated rejection of the developing fetus resulting in fetal death (see Data).
Human IgG4 immunoglobulins (1gG4) are known to cross the placenta;
therefore, LIBTAYO has the potential to be transmitted from the mother

to the developing fetus. Advise women of the potential risk to a fetus.

In the U.S. general population, the estimated background risk of major
birth defects and miscarriage in clinically recognized pregnancies is 2%
to 4% and 15% to 20%, respectively.

Data
Animal Data

Animal reproduction studies have not been conducted with LIBTAYO to
evaluate its effect on reproduction and fetal development. A central function
of the PD-1/PD-L1 pathway is to preserve pregnancy by maintaining maternal
immune tolerance to the fetus. In murine models of pregnancy, blockade of
PD-L1 signaling has been shown to disrupt tolerance to the fetus and to
result in an increase in fetal loss; therefore, potential risks of administering
LIBTAYO during pregnancy include increased rates of abortion or stillbirth.
As reported in the literature, there were no malformations related to the



blockade of PD-1/PD-L1 signaling in the offspring of these animals; however,
immune-mediated disorders occurred in PD-1 and PD-L1 knockout mice.
Based on its mechanism of action, fetal exposure to cemiplimab-rwic may
increase the risk of developing immune-mediated disorders or altering the
normal immune response.

8.2 Lactation

Risk Summary

There is no information regarding the presence of cemiplimab-rwlic in
human milk, or its effects on the breastfed child or on milk production.
Because of the potential for serious adverse reactions in breastfed children,
advise women not to breastfeed during treatment and for at least 4 months
after the last dose of LIBTAYO.

8.3 Females and Males of Reproductive Potential

Pregnancy Testing

Verify pregnancy status in females of reproductive potential prior to initiating
LIBTAYO [see Use in Specific Populations (8.1)].

Contraception

LIBTAYO can cause fetal harm when administered to a pregnant woman
[see Use in Specific Populations (8.1)].

Females

Advise females of reproductive potential to use effective contraception
during treatment with LIBTAYO and for at least 4 months after the last dose.

8.4 Pediatric Use
The safety and effectiveness of LIBTAYO have not been established in
pediatric patients.

8.5 Geriatric Use

Of the 810 patients who received LIBTAYO in clinical studies, 32% were

65 years up to 75 years and 22% were 75 years or older. No overall
differences in safety or effectiveness were observed between these patients
and younger patients.

0Of the 219 patients with mCSCC or [aCSCC who received LIBTAYO in clinical
studies, 34% were 65 years up to 75 years and 41% were 75 years or older.
No overall differences in safety or effectiveness were observed between
these patients and younger patients.

Of the 132 patients with BCC who received LIBTAYO in Study 1620, 27%
were 65 years up to 75 years, and 32% were 75 years or older. No overall
differences in safety or effectiveness were observed between these patients
and younger patients.
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