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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.
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The New BioFire® Respiratory 2.1-EZ (RP2.1-EZ)’

Panel (EUA)’

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 (EUA)*—now available under an FDA Emergency
Use Authorization. Syndromic testing means all it takes is one test and just 45 minutes to round up
SARS-CoV-2—and all the other usual respiratory suspects.

1. This test is not FDA cleared or approved. This test has been authorized by FDA under an EUA for

®

THE EVOLUTION OF WHITE
BLOOD CELL DIFFERENTIAL
TECHNOLOGIES

Hematology analyzers count and
characterize blood cells for the
screening and monitoring of disease.
Analyzers vary in capabilities,
sophistication and detection
technologies.
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use by authorized laboratories.
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3 TIPS FROM AN ATTORNEY
TO AVOID A MEDICAL
MALPRACTICE LAWSUIT

Twenty years of defending doctors
and hospitals in medical malpractice
cases has made me into a nervous
patient. When you see the worst, you
look for it. At least | do. That’s why
when | was scheduled for a minor
elective procedure, | was nervous.

32

THE SECRET TO
MAKING Al WORK
FOR PHYSICIANS

If you are a physician or know a
physician or have ever visited one,
chances are you have probably heard
them complain about technology in
health care. More to the point, they
are likely to be complaining about the
one piece of technology that affects
their lives minute-to-minute...



Abbott

TURN SMALL PLACES
INTO SMART SPACES

CELL-DYN EMERALD 22 AL

With reduced budgets, shrinking laboratory space and staffing challenges, many laboratories
need a solution that lets them work smarter with less. 8601

The CELL-DYN Emerald 22 AL is a full performance,
automated, optical 5-part differential analyzer that delivers
smarter results for small to mid-size clinical laboratories with:

@ COMPACT DESIGN

To maximize valuable laboratory space

(‘\ EASE OF USE & WALKAWAY
%  FUNCTIONALITY

To optimize staff time

@ SMART OPEN TUBE
SAMPLE DEVICE el

To ensure user saFety - i

Learn how the new CELL-DYN Emerald 22 AL
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.
CELL-DYN Emerald 22 AL is a Class 1 laser. For in vitro diagnostic only. Refer to the Operator’s Manual for operational precautions, limitations, and hazards.
ADD-0007346310/20.



The Evolution of White
Blood Cell Differential
Technologies

BY DONALD WRIGHT, GABRIELLA LAKOS
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INTRODUCTION

. KEY ACRONYMS
Hematology analyzers count and characterize blood
cellslfor the screening ?jlld ‘rnomto;ll‘ng. of Fhseasz. CBC Complete Blood Count, also known
Analyzers vary in capabilities, sophistication an as Full Blood Count (FBC)
detection technologies. The most common tech-
nologies are electrical impedance, radio frequency WBC White Blood Cell
conductivity, optical light scatter (optical flow cy- - _ _
tometry), cytochemistry and fluorescence. Optimal MAPSS™ Multi-Angle Polarized Scatter

L . . Separation
combinations of these detection methods provide
an accurate automated complete blood count (CBC) | |G Immature Granulocyte
including white blood cell (WBC) differential in a
short turnaround time. RBC Red Blood Cell
PLT Platelet

Although many other detection methods are still
in use, optical technology has represented a key NRBC Nucleated Red Blood Cell
innovation in automated hematology analysis since

its introduction."*** Light, scattered and detected
at specific angles, captures an array of information
about cell size, structure, inner complexity, nucle-
ar segmentation and cytoplasmic granulation. As

an innovative expansion of optical flow cytometry,
Multi-Angle Polarized Scatter Separation (MAPSS™)
technology (Abbott Diagnostics, Hematology, Santa
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WEC counts were Coulter principle * First whole blood First autornated First commarcially Intoduction of Refining the awtomated
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| ..: [l instrument (Coulter First banchiop anabyzer rl""'- three-method inte CBC - & “true” &-part
L e Model &) with automared CHC platelet count (Abbott Sfferential
and 5- part differential CELL-DYN 4000)
[Tachmizan H)
Figure L. Automated WEBC and differential count technology development timeline
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Figure 2b. Three-part WBC differential by impedance

Clara, CA, USA) uses four different light scatter
signals to characterize distinct cellular features for the
identification of various blood cells. MAPSS™ technol-
ogy reliably automates WBC differentials, and contin-
ues to be improved and expanded upon. The MAPSS™
and advanced MAPSS™ technology that are integrated
in Abbott hematology analyzers enable clinical labo-
ratories to obtain high quality results.

THE EVOLUTION OF WBC
DIFFERENTIAL TECHNOLOGY

The automated WBC differential provides the ab-
solute and relative (%) concentrations of the five
different types of WBCs (neutrophil, eosinophil and
basophil granulocytes, lymphocytes and monocytes)
present in normal blood. This provides information
for diagnosis and assessment of infections, immune
system or bone marrow disorders, and hemato-onco-
logical diseases. Traditionally, the WBC differential
has been determined by manual counting and classifi-
cation of 100 or 200 WBCs on a stained blood smear.?
This method, although it is highly imprecise,® is still

considered the reference method for the WBC differ-
ential,” and may be performed as a reflex test after an
automated CBC analysis. Today WBC differentials are
usually performed on automated hematology analyz-
ers. Although the automated WBC differential is very
reliable and accurate, a manual differential is often
required to confirm the presence of immature or reac-
tive cells, blasts and other pathological cell types.

Impedance and Cytochemistry

Electrical impedance is a cell counting and sizing
technique based on the measurement of changes

in electrical impedance (resistance) produced by a
particle (i.e. a blood cell). It was the first automated
technology to count cells and measure the size of
WBCs, Red Blood Cells (RBCs) and Platelets (PLTs).
Blood cells are suspended in a conductive fluid and
pass through an aperture of known size with elec-
trodes on either side. As cells pass through the orifice,
they cause a change in electrical conductance which
is proportional to the size of the particle (Coulter
Principle,® Figure 2a). Early challenges to this meth-
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Figure 3. Optical low cytometry Multi-Angle Polarized Scatter Separation

(MAPSST,

od were managing coincidence events, where two
cells pass through the aperture too close together and
cells being recounted due to the recirculation of cells
around the detection area of the aperture. Impedance
technology can deliver a three-part WBC differential,
where cells are grouped into three sizes: lymphocytes,
mid-range cells and granulocytes (Figure 2b). It does
not allow for the differentiation of the granulocyte
subtypes. The limitation of this technology is that it is
based purely on measuring cell size. Therefore, abnor-
mal cells, such as nucleated red blood cells (NRBCs),
PLT clumps, giant PLTs or unlysed red cells cannot be
separated and may interfere with normal cell popula-
tions.

Some current hematology analyzers still rely on
impedance technology, though with additional tech-
nologies to improve the white cell differential. The
utilization of a high frequency signal, defined as radio
frequency (RF) conductivity, allows the discrimi-
nation between different WBC subpopulations.® RF
signals pass through the cell, producing a response
that is related to nuclear composition, cytoplasmic
density and other differences in internal structures.
This technology aims at mitigating the inherent
limitations of impedance technology. Cytochemical

8 | PHYSICIANS OFFICE RESOURCE

staining is another technology that is used to distin-
guish between cells containing myeloperoxidase (a
lysosomal enzyme located in the azurophilic granules
of the neutrophils and its precursors, eosinophils and
monocytes) and peroxidase-negative cells, which
include lymphocytes and basophils.’

To reduce the occurrence of coincidence and re-circu-
lation, a technique called hydrodynamic focusing was
developed. Hydrodynamic focusing enables cells to
follow a path of least resistance, surrounded by sheath
fluid, and to proceed in single file based on the prin-
cipal of laminar flow. This technique can be used in
both electrical impedance as well as with optical cell
counting methods.

Optical Technologies

Optical flow cytometry provides several advantages
over traditional impedance methods. During opti-

cal light scatter measurement, a beam of laser light

is passed through a diluted blood specimen stream
that is projected into the flow cell by hydrodynamic
focusing. As each cell passes through, the focused
light is scattered in various directions and detected by
photodetectors which convert the signal into an elec-
tric pulse. The electronic signals are transmitted to a
computer for storage and analysis. The signals provide
information about cellular characteristics such as size,
internal complexity, nuclear lobularity/segmentation
and cytoplasmic granularity, which are used to iden-
tify the cells. Cells with similar light scatter properties
form a cluster in the scattergram, and can be separat-
ed from other cell clusters using advanced software
algorithms. Some analyzers only use two angles of
light, whereas others use multi-angle optical scatter
analysis (Figure 3).

The more detectors (positioned at various angles) that
are used to collect signals from each cell, the more
information generated on cellular characteristics,
thereby increasing the accuracy of cell identification.
The use of optical technology led to the ability to
provide five-part WBC differentials and depending
on the sophistication of the instrument, some current
analyzers provide six-part WBC differentials, includ-
ing immature granulocyte (IG) counts.”

Adding the detection capability of a fluorescent signal
further enhances the potential of optical technology.
Fluorescent flow cytometry captures the light emitted
from internal cellular components that are stained



with a fluorescent dye as cells pass through the flow
cell in front of the laser beam. Fluorescence is fre-
quently integrated with multiple-angle optical light
scatter methods to further improve the WBC difteren-
tial subtype classification.

MAPSS™ Technology

The Multi-Angle Polarized Scatter Separation
(MAPSS™) technology from Abbott uses four light
scatter detectors to determine various cellular fea-
tures. The application of a depolarized light detector is
a unique characteristic of this method and allows for
specific identification of eosinophil granulocytes. The
four detectors generate the following signals:

o 0°or Axial Light Loss (ALL): related to size

o 0°to 10° Intermediate Angle Scatter (IAS): related
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monoeytes ) can be identified by using one reagent and one measurement
principle: optical light scatter

to cellular complexity
e 90° Polarized Side Scatter (PSS): related to nuclear
lobularity/segmentation
o 90° Depolarized Side Scatter (DSS): related to
eosinophil granules
These signals correlate with morphological charac-
teristics that can be determined visually under the
microscope from a stained slide. Various combina-
tions of these four measurements are used to classify
the WBC subpopulations and provide morphological
flagging. Fluorescent flow cytometry is used to detect
NRBCs based on DNA staining when additional re-
agent and a detector for fluorescence signal is added.

Multi- vs. Single-Channel Analysis

Contemporary hematology analyzers utilize various
technologies for the differentiation of WBC subpopu-
lations through two main approaches. One approach
is a multi-channel system, when two or more discrete
detection systems are used to identify and enumer-
ate WBCs. Two or more dilutions are made from the
blood and each is analyzed in a separate area (reaction
chamber) of the hematology system, using different
technological principles and different reagents. For ex-
ample, neutrophils, eosinophils, monocytes and lym-
phocytes may be determined and reported with one
method and basophils with another method (Figure
4), or samples with WBC flags are re-analyzed with a
different method for the detection of immature/ma-
lignant cells.'>'? The multi-channel approach uses the
detection strength of one technology to overcome the
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limitation of another, with the overall aim to improve

detection accuracy. The drawback of multi-channel sys-
tems is the need for multiple reagents and the increased
complexity of the system and the workflow.

The second approach is a single-channel system, when
one WBC dilution is made (using one reagent), and
all reportable WBC results are generated based on
one technological principle. MAPSS™ technology uses
single channel analysis; optical and fluorescent flow
cytometry signatures for each cellular event are used
for cell classification (Figure 5).

FUTURE TRENDS

There have been numerous promising directions that
could positively impact the future of the automat-

ed WBC differential. The International Council for
Standardization in Hematology (ICSH) has proposed
a new reference method for the leukocyte differential
based on the use of monoclonal antibodies (mAbs)
and multicolor flow cytometry."”® This would provide
manufacturers with reproducible and accurate WBC
classification for the development and improvement of
automated technologies.

Another opportunity for improvement is the incor-
poration of additional light scatter measurements in
the characterization of blood cells, with the aim of
more accurate classification of WBC subpopulations
and potential identification of immature or patho-
logical cell types. An example of this trend is Abbott’s
Advanced MAPSS™ technology. Advanced MAPSS™
enables the differentiation of seven subpopulations of
nucleated cells including neutrophils, lymphocytes,
monocytes, eosinophils, basophils, immature granu-
locytes (including metamyelocytes, myelomyelocytes
and promyelocytes), and NRBC:s (if present) by utiliz-
ing seven light scatter detectors and fluorescent flow
cytometry.

SUMMARY

Since their invention in the 1950s, automated hema-
tology analyzers have become increasingly sophisti-

cated, allowing more precise and accurate CBC and

WBC differential results.

Manufacturers and hematology laboratories are
increasingly taking advantage of optical technology

Abbott Diagnostics, Hematology, Santa Clara, CA 95054
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for the analysis of blood cells. Optical and fluorescent
flow cytometric methods can provide a 6-part WBC
differential and NRBC count, thereby surpassing tra-
ditional impedance technologies.

Abbott hematology analyzers utilize MAPSS™ tech-
nology for optical CBC and WBC differential analysis.
For more information on Abbott’s hematology analyz-
ers, please visit: www.corelaboratory.abbott
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ADVANCING BIOCHEMISTRY TESTING
WITH RANDOX THIRD PARTY REAGENTS

1
TEST []
MENU ]

Extensive range of reagents

covering over |00 disease markers with | I5 reagents,
including Adiponectin, Cystatin C and sdLDL Cholesterol

Excellent quality and stability

producing accurate and precise results whilst
reducing the risk of errors and lowering costs

«P

A wide range of kit sizes

including Easy Read and Easy Fit options, helping to
improve efficiency and cost savings for your laboratory

&

Automated applications

with specialty assays for 195 of the most
common clinical chemistry analyzers

©

N

Superior methodologies

with excellent correlation against gold standard methods,
our reagents come in a wide range of formats
and methods for any laboratory size

0000

Contact us for more information.
+13047282890 | TOLL FREE 866 472 6369
www.randox.com | reagents@randox.com

Product availability may vary from country to country. Some products may be for Research use Only.
For more information on product application and availability, please contact your local Randox Representative



FIRST EUA POINT-OF-CARE (POC/
WAIVED/FINGERSTICK) COVID-19 ANTI-
BODY 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 blood 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, and 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),
8602 unless authorization is terminated or revoked.

PRODUCT FOCUS

View Brochures, Videos & More at POR.io
Enter Number 8602 in the Search Area

ACCURATE, ACTIONABLE RESULTS
FROM THE LEADER IN
POINT-OF-CARE LIPID TESTING
From Abbott

The CLIA-waived Alere Cholestech LDX™ Analyzer is
engineered for confidence, providing accurate, actionable,
and readily accessible results that have set the standard in
point-of-care lipid profile, cholesterol, and glucose testing.

Results are easy to obtain. Fingerstick sampling and a small
sample size (40uL) makes results less painful and time
consuming.

View Brochures, Videos & More at POR.io
Enter Number 8603 in the Secarch Area

FULL COMPLEMENT OF CLIA-WAIVED
BLOOD CHEMISTRY TESTS PICCOLO
XPRESS® CHEMISTRY ANALYZER

From Abbott

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 Numlber 8604 in the Secrch 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 F The Adview 2 is still the only truly

\ - Schiller AT-2 Plus: $2,626.00* 4 modular diagnostic station that grows
*add Spirometry: $649.00 with your needs. Start with blood

Burdick ELI 280: $4,088.00 pressure and choose temperature or

Welch Allyn CP150 w/ Interp: $3,465.00 pulse oximetry option at the time of
8605

e purchase. Starting at $676.00
EMR-Compatible PC-Based Diagnostics Hb 801 Hemoglobin Analyzer EMR-Compatible Spirometry
Cardio Resting EKG: Hemeoglobin Results
$1.895.00 available in less

_—
]

PC Based and
Direct-to-Printer

Cardio Holter: than 1 second!
Astra 300 USB*
EE’QQ,E'UG _ wi 200 microcuvettes: $898.00
i g: rgs"; ﬁgess. : Promo $562.00 *Touch Screen
- ,‘F@ T wi 600 microcuvettes: Display
e Promo $1,078.00
GE Logiq e Ultrasound Machine Screener Audiometer Lifeline AED
The LOGIQ e combines the high Only Only
performance of a console system with the $878.00 $1 ,245.00

portability of a laptop. GE Healthcare's
compact system is designed for general ! Gold
imaging, musculoskeletal, anesthesiology, J A, o
.- interventional, emergency, and critical H m ] ""‘g\l Standard

¥ care applications. Call today for an v AED

in-office demonstraion! S

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

A durable, reliable,
patient-friendly exam
table for any office.
Many base and

1 with Thermometer: $1,416.00 | L— upholstery color
‘ Coaxial Ophth, Fiber Optic 4 combinations. T3P
“ Oto and Wall Transformer o Only $800.00

. Coaxial Ophth, Fiber Optic Oto, Speucla

i_‘ Dispenser, Aneroid BP, Wall Transformer
* and Wall Board

without Thermometer: $979.00

*Lifetime l
Warranty on
LED Bulbs

without Specula Dispenser: $825.00
with Specula Dispenser: $866.00

Medical Device Depot
Boost Your Revenue!

Reimbursement:  Autonomic Nervous System (ANS) & Sudomotor Assessment

Mational Average AMNS testing is the gold standard for Hidden Risk Assessment with patients suffering from any

Up to $350  sort of chronic disease (ie; Diabetes). In 12 minutes, uncover dozens of possible indicators
including; CAD, PAD, Sudden Death, Silent Heart Attack, Peripheral Neuropathy and more.,

Reimbursement:  Neuro-Cognitive Testing for Primary Care Physicians

National Average  apglyzes (EEG) brain processing speed (Evoke Potentials), heart health (EKG) mental health

$800 (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




VLUIBTAYO

(cemiplimab-rwic)

Injection 350 mg

A breakthrough for patients with advanced CSCC’

LIBTAY0® is a programmed death receptor-1 (PD-1) blocking antibody indicated for the treatment of
patients with metastatic cutaneous squamous cell carcinoma (mCSCC) or locally advanced CSCC (laCSCC)
who are not candidates for curative surgery or curative radiation.’

For patients with mCSCC or [aCSCC receiving
3 mg/kg every 2 weeks in Study 1540

79% of responders (50 out of 63 patients) reached a DOR of >6 months!?*
54% of responders (34 out of 63 patients) reached a DOR of >12 months"?*

Median DOR was not reached (range: 1.9—24.2+ months)->*

31% PR
(partial response)’

46%
ORR

*Median duration of follow-up was 11.1 months for combined CSCC in Study 1540.! See additional study design details below.

In an additional cohort in Study 1540, 56 mCSCC patients received LIBTAYO
at a dose of 350 mg intravenously every 3 weeks for up to 54 weeks.

With a median duration of follow-up of 8.0 months, the confirmed ORR was

(objective response rate)*

ORR: 63 out of 137 patients (35% Cl, 37%-55%)"?

41% (95% Cl: 28, 55), and 65% of responders had a DOR =6 months.!
Median DOR was not reached (range: 2.1-11.1+ months)?

Plus sign (+) denotes ongoing at last assessment.

o Study 1540—EMPOWER-CSCC 1—was a global, pivotal, open-label, nonrandomized, multicohort
study that included a total of 193 patients with mCSCC or 1aCSCC who were not candidates for
curative surgery or curative radiation.1%* Patients received LIBTAYO 3 mg/kg intravenously
every 2 weeks for up to 96 weeks or 350 mg LIBTAYO every 3 weeks for up to 54 weeks."?
Treatment continued until progression of disease, unacceptable toxicity, or completion of
planned treatment.! The cutoff for Study 1540 data in the USPI is September/October 2018?

© The major efficacy outcome measures were confirmed ORR, defined as CR plus PR as assessed
by independent central review (ICR), and ICR-assessed DOR!

o Study 1540 excluded patients with autoimmune disease who required systemic therapy with
immunosuppressant agents within 5 years; history of solid organ transplant; prior treatment
with anti—PD-1/programmed death ligand 1 (PD-L1) blocking antibodies or other immune
checkpoint inhibitor therapy; infection with HIV, hepatitis B, or hepatitis C; or ECOG PS >2!

The recommended dosage of LIBTAYO is 350 mg administered as an intravenous infusion over 30 minutes every 3 weeks until disease

progression or unacceptable toxicity.'

"Partial response is defined as a decrease of 30% or greater in the sum of the diameters of target lesions, taking as reference the baseline sum of diameters, per RECIST 1.1. Partial response of
externally visible disease is defined as a decrease of 50% or greater in the sum of products of perpendicular longest diameters of target lesions, per WHO Criteria. Nontarget lesions could not have
progressive disease, and there could be no new lesions. Responses had to be maintained for at least 4 weeks.2

*Complete response is defined as disappearance of all target lesions for at least 4 weeks. Nontarget lesions also had to be a complete response, and there could be no new lesions. Any pathological
lymph nodes (whether target or nontarget ) must have reduction in short axis to <10 mm (<1 cm). Only includes patients with complete healing of prior cutaneous involvement; patients with

1aCSCC in Study 1540 required biopsy to confirm CR.12

Important Safety Information

Warnings and Precautions

Severe and Fatal Inmune-Mediated Adverse Reactions

Immune-mediated adverse reactions, which may be severe or fatal, can occur in any organ
system or tissue and usually occur during treatment; however, they can also occur after
discontinuation. Immune-mediated adverse reactions affecting more than one body system
can occur simultaneously. Early identification and management are essential to ensuring
safe use of PD-1-blocking antibodies. Monitor for symptoms and signs of immune-mediated
adverse reactions. Evaluate clinical chemistries, including liver tests and thyroid function
tests, at baseline and periodically during treatment. Institute medical management
promptly to include specialty consultation as appropriate.

In general, withhold LIBTAYO for Grade 3 or 4 and certain Grade 2 immune-mediated adverse
reactions. Permanently discontinue LIBTAYO for Grade 4 and certain Grade 3 immune-mediated
adverse reactions. For Grade 3 or 4 and certain Grade 2 immune-mediated adverse reactions,
administer corticosteroids (1 to 2 mg/kg/day prednisone or equivalent) or other appropriate
therapy until improvement to Grade 1 or less followed by a corticosteroid taper over 1 month.
Consider administration of other systemic immunosuppressants in patients whose
immune-mediated adverse reaction is not controlled with corticosteroids. Institute hormone
replacement therapy for endocrinopathies as warranted.

Immune-mediated pneumonitis: Inmune-mediated pneumonitis occurred in 2.4% of

534 patients receiving LIBTAYO, including Grade 5 (0.2%), Grade 3 (0.7%), and Grade 2
(1.3%). Pneumonitis led to permanent discontinuation of LIBTAYO in 1.3% of patients.
Systemic corticosteroids were required in all patients with pneumonitis, including 85% who
received prednisone >40 mg/day or equivalent. Pneumonitis resolved in 62% of patients.
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.

Immune-mediated colitis: Inmune-mediated colitis occurred in 0.9% of 534 patients receiving
LIBTAYO, including Grade 3 (0.4%) and Grade 2 (0.6%). Colitis led to permanent discontinuation
of LIBTAYO in 0.2% of patients. Systemic corticosteroids were required in all patients with colitis,
including 60% who received prednisone >40 mg/day or equivalent. Colitis resolved in 80% of
patients. 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.
Immune-mediated hepatitis: Inmune-mediated hepatitis occurred in 2.1% of 534 patients
receiving LIBTAYO, including Grade 5 (0.2%), Grade 4 (0.2%), and Grade 3 (1.7%). Hepatitis
led to permanent discontinuation of LIBTAYO in 0.9% of patients. Systemic corticosteroids
were required in all patients with hepatitis, including 91% who received prednisone >40 mg/
day or equivalent. Hepatitis resolved in 64% of patients. Withhold LIBTAYO if AST or ALT
increases to more than 3 and up to 10 times the upper limit of normal (ULN) or if total bilirubin
increases up to 3 times the ULN. Permanently discontinue LIBTAYO if AST or ALT increases to
more than 10 times the ULN or total bilirubin increases to more than 3 times the ULN. Resume
in patients with complete or partial resolution (Grade 0 to 1) after corticosteroid taper.
Immune-mediated endocrinopathies: Withhold LIBTAYO if clinically necessary for Grade 2,
3,0rd.
e Adrenal insufficiency: Adrenal insufficiency occurred in 0.4% of 534 patients receiving
LIBTAYO, including Grade 3 (0.2%) and Grade 2 (0.2%)
o Hypophysitis: Hypophysitis, which can result in hypopituitarism, occurred in 0.2% of
534 patients receiving LIBTAYO, which consisted of 1 patient with Grade 3 hypophysitis
¢ Hypothyroidism: Hypothyroidism occurred in 6% of 534 patients receiving LIBTAYO,
including Grade 3 (0.2%) and Grade 2 (5.6%); no patients discontinued hormone
replacement therapy

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



LIBTAY0® (cemiplimab-rwic) demonstrated meaningful tumor reduction in clinical trial patients'?

Partial responses

These are examples from the 31% of patients who had a partial response in clinical trials. Individual patient responses may vary.

IGLEN VTR TR HHl Not a candidate for curative surgery or curative radiation

History
o 70-year-old male
o Auricular lesions’

Outcomes*

 Best overall response: PR per composite (RECIST 1.1
+ WHO Criteria) evaluation by ICR

o Best percent change in target lesion(s): 91.9% per
WHO Criteria

After 16 weeks

After 32 weeks

*Results as of data cutoff October 27, 20172

This patient also had cranial lesions that were included in the calculation of best percent change in target lesion(s). Those images are not included here.?

DOR=duration of response; ECOG=Eastern Cooperative Oncology Group; ICR=independent central review; PS=performance status; Q2W=every 2 weeks;
Q3W=every 3 weeks; RECIST=Response Evaluation Criteria in Solid Tumors; WHO=World Health Organization.

Important Safety Information (continued)

Warnings and Precautions (continued)

Severe and Fatal Inmune-Mediated Adverse Reactions
Immune-mediated endocrinopathies (continued):

© Hyperthyroidism: Hyperthyroidism occurred in 1.5% of 534 patients receiving LIBTAYO,
including Grade 3 (0.2%) and Grade 2 (0.4%); hyperthyroidism resolved in 38% of patients

 Type 1 diabetes mellitus: Type 1 diabetes mellitus, which can present with diabetic
ketoacidosis, occurred in 0.7% of 534 patients, including Grade 4 (0.4%) and Grade 3 (0.4%);
type 1 diabetes mellitus led to permanent discontinuation of LIBTAYO in 0.2% of patients

Immune-mediated nephritis with renal dysfunction: Inmune-mediated nephritis occurred
in 0.6% of 534 patients receiving LIBTAYO, including Grade 3 (0.4%) and Grade 2 (0.2%).
Nephritis led to permanent discontinuation of LIBTAYO in 0.2% of patients. Systemic
corticosteroids were required in all patients with nephritis, including 67% who received
prednisone >40 mg/day or equivalent. Nephritis resolved in all patients. Withhold LIBTAYO for
Grade 3, and permanently discontinue for Grade 4. Resume in patients with complete or partial
resolution (Grade 0 to 1) after corticosteroid taper.

Immune-mediated dermatologic adverse reactions: Inmune-mediated dermatologic reactions,
including erythema multiforme and pemphigoid, occurred in 1.7% of 534 patients receiving
LIBTAYO, including Grade 3 (1.1%) and Grade 2 (0.6%). In addition, Stevens-Johnson Syndrome (SJS)
and toxic epidermal necrolysis (TEN) have been observed with LIBTAYO and with other products in
this class. Systemic corticosteroids were required in all patients with dermatologic reactions,
including 89% who received prednisone >40 mg/day or equivalent. Dermatologic reactions resolved
in 33% of patients. Approximately 22% of patients had recurrence of dermatologic reactions after
re-initiation of LIBTAYQ. Withhold LIBTAYO for Grade 3, and permanently discontinue for Grade 4.
Resume in patients with complete or partial resolution (Grade 0 to 1) after corticosteroid taper.

Other immune-mediated adverse reactions: The following clinically significant
immune-mediated adverse reactions occurred at an incidence of <1% in 534 patients who
received LIBTAYO or were reported with the use of other PD-1-blocking and PD-L1-blocking
antibodies. Severe or fatal cases have been reported for some of these adverse reactions.
Withhold LIBTAYO for Grade 3, and permanently discontinue for Grade 4. Resume in patients
with complete or partial resolution (Grade 0 to 1) after corticosteroid taper.

* Neurological: Meningitis, encephalitis, myelitis and demyelination, myasthenic syndrome/
myasthenia gravis, Guillain-Barré syndrome, nerve paresis, and autoimmune neuropathy

 Cardiovascular: Myocarditis, pericarditis, and vasculitides
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 corticosteroids to reduce the risk of permanent vision loss

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

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

* Hematological and immunological: Hemolytic anemia, aplastic anemia, hemophagocytic
lymphohistiocytosis, systemic inflammatory response syndrome, histiocytic necrotizing
lymphadenitis (Kikuchi lymphadenitis), sarcoidosis, immune thrombocytopenic purpura,
and solid organ transplant rejection

Metastatic CSCC

Outcomes*

 Best response: PR per composite (RECIST 1.1 +
WHO Criteria) evaluation by ICR

© Best percent change in target lesion(s): 71.1% per
RECIST 1.1

History
* 66-year-old male
e Periclavicular lesions

Screening After 24 weeks After 48 weeks

See more
patient profiles at

LIBTAYOhcp.com.

Infusion-related reactions

Severe infusion-related reactions (Grade 3) occurred in 0.2% of patients receiving LIBTAYO.
Monitor patients for signs and symptoms of infusion-related reactions. Interrupt or slow the
rate of infusion for Grade 1 or 2, and permanently discontinue for Grade 3 or 4.

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 Serious adverse reactions occurred in 35% of patients. Serious adverse reactions that
occurred in >2% of patients were pneumonitis, cellulitis, sepsis, and pneumonia. The most
common Grade 3-4 adverse reactions (>2%) were cellulitis, anemia, hypertension, pneumonia,
musculoskeletal pain, fatigue, pneumonitis, sepsis, skin infection, and hypercalcemia

© LIBTAYO was permanently discontinued due to adverse reactions in 8% of patients;
adverse reactions resulting in permanent discontinuation were pneumonitis, cough,
pneumonia, encephalitis, aseptic meningitis, hepatitis, arthralgia, muscular weakness,
neck pain, soft tissue necrosis, complex regional pain syndrome, lethargy, psoriasis,
rash maculopapular, proctitis, and confusional state

© The most common adverse reactions (incidence >20%) were fatigue, rash, and diarrhea
musculoskeletal pain, and nausea

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-rwic) injection full U.S. prescribing information. Regeneron Pharmaceuticals, Inc.,
and sanofi-aventis U.S. LLC. 2. Data on file. Regeneron Pharmaceuticals Inc. 3. Migden MR et al. N Engl J Med.
2018;379(4):341-351. 4. Study of REGN2810 in patients with ad d cut; cell carci
ClinicalTrials.gov website. https:/clinicaltrials.gov/ct2/show/study/NCT02760498. Updated July 16, 2020. Accessed
July 25, 2020.
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sales representative or visit LIBTAYOhcp.com.
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VUIBTAYO'

(cemiplimab-rwic)

Injection 350 mg

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

1 INDICATIONS AND USAGE
LIBTAYO is indicated for the treatment of patients with metastatic cutaneous
squamous cell carcinoma (mCSCC) or locally advanced CSCC (laCSCC)
who are not candidates for curative surgery or curative radiation.

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 binds
to the programmed death receptor-1 (PD-1), blocking the PD-1/PD-L1
pathway, thereby removing inhibition of the immune response with the
potential for breaking of peripheral tolerance and induction of immune-
mediated adverse reactions. Important immune-mediated adverse reactions
listed under Warnings and Precautions may not be inclusive of all possible
immune-mediated reactions.

Immune-mediated adverse reactions, which may be severe or fatal, can occur
in any organ system or tissue. 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 are essential to ensure safe use of
PD-1/PD-L1 blocking antibodies. Monitor for symptoms and signs of
immune-mediated adverse reactions. Evaluate clinical chemistries, including
liver tests and thyroid function tests, at baseline and periodically during
treatment. Institute medical management promptly to include specialty
consultation as appropriate.

In general, withhold LIBTAYO for Grade 3 or 4 and certain Grade 2 immune-
mediated adverse reactions. Permanently discontinue LIBTAYO for Grade 4
and certain Grade 3 immune-mediated adverse reactions [see Dosage and
Administration (2.2)]. For Grade 3 or 4 and certain Grade 2 immune-
mediated adverse reactions, administer corticosteroids (1 to 2 mg/kg/day
prednisone or equivalent) or other appropriate therapy until improvement
to Grade 1 or less followed by a corticosteroid taper over one month [see
Dosage and Administration (2.2)]. Consider administration of other systemic
immunosuppressants in patients whose immune-mediated adverse reaction
is not controlled with corticosteroids. Institute hormone replacement therapy
for endocrinopathies as warranted.

Immune-Mediated Pneumonitis

Immune-mediated pneumonitis occurred in 2.4% of 534 patients receiving
LIBTAYO, including Grade 5 (0.2%), Grade 3 (0.7%) and Grade 2 (1.3%)
[see Adverse Reactions (6.1)]. Pneumonitis led to permanent discontinuation
of LIBTAYO in 1.3% of patients. Systemic corticosteroids were required in
all patients with pneumonitis, including 85% who received prednisone

> 40 mg per day or equivalent. Pneumonitis resolved in 62% of patients.

Immune-Mediated Colitis

Immune-mediated colitis occurred in 0.9% of 534 patients receiving LIBTAYO,
including Grade 3 (0.4%) and Grade 2 (0.6%) [see Adverse Reactions
(6.1)]. Colitis led to permanent discontinuation of LIBTAYQ in 0.2% of
patients. Systemic corticosteroids were required in all patients with colitis,
including 60% who received prednisone = 40 mg per day or equivalent.
Colitis resolved in 80% of patients.

Immune-Mediated Hepatitis

Immune-mediated hepatitis occurred in 2.1% of 534 patients receiving
LIBTAYO, including Grade 5 (0.2%), Grade 4 (0.2%), and Grade 3 (1.7%)
[see Adverse Reactions (6.1)]. Hepatitis led to permanent discontinuation
of LIBTAYO in 0.9% of patients. Systemic corticosteroids were required in
all patients with hepatitis, including 91% who received prednisone = 40 mg
per day or equivalent. Hepatitis resolved in 64% of patients.

Immune-Mediated Endocrinopathies

Adrenal Insufficiency

Adrenal insufficiency occurred in 0.4% of 534 patients receiving LIBTAYO,
including Grade 3 (0.2%), and Grade 2 (0.2%) [see Adverse Reactions (6.1)].
Hypophysitis

Hypophysitis, which can result in hypopituitarism, occurred in 0.2% of

534 patients receiving LIBTAYO, which consisted of one patient with

Grade 3 hypophysitis.

Hypothyroidism

Hypothyroidism occurred in 6% of 534 patients receiving LIBTAYO, including
Grade 3 (0.2%) and Grade 2 (5.6%). No patients discontinued hormone
replacement therapy.

Hyperthyroidism

Hyperthyroidism occurred in 1.5% of 534 patients receiving LIBTAYO,
including Grade 3 (0.2%) and Grade 2 (0.4%). Hyperthyroidism resolved in
38% of patients.

Type 1 Diabetes Mellitus

Type 1 diabetes mellitus, which can present with diabetic ketoacidosis,
occurred in 0.7% of 534 patients, including Grade 4 (0.4%) and Grade 3
(0.4%). Type 1 diabetes mellitus led to permanent discontinuation of
LIBTAYO in 0.2% of patients.

Immune-Mediated Nephritis with Renal Dysfunction

Immune-mediated nephritis occurred in 0.6% of 534 patients receiving
LIBTAYO, including Grade 3 (0.4%) and Grade 2 (0.2%) [see Adverse
Reactions (6.1)]. Nephritis led to permanent discontinuation of LIBTAYO
in 0.2% of patients. Systemic corticosteroids were required in all patients
with nephritis, including 67% who received prednisone = 40 mg per day
or equivalent. Nephritis resolved in all patients.

Immune-Mediated Dermatologic Adverse Reactions

Immune-mediated dermatologic reactions, including erythema multiforme
and pemphigoid, occurred in 1.7% of 534 patients receiving LIBTAYO,
including Grade 3 (1.1%) and Grade 2 (0.6%) [see Adverse Reactions
(6.1)]. In addition, Stevens-Johnson syndrome (SJS) and toxic epidermal
necrolysis (TEN) have been observed with LIBTAYO and with other products
in this class. Systemic corticosteroids were required in all patients with
dermatologic reactions, including 89% who received prednisone > 40 mg
per day or equivalent. Dermatologic reactions resolved in 33% of patients.
Approximately 22% of patients had recurrence of dermatologic reactions
after re-initiation of LIBTAYO.

Other Immune-Mediated Adverse Reactions

The following clinically significant immune-mediated adverse reactions
occurred at an incidence of <1% in 534 patients who received LIBTAYO
[see Adverse Reactions (6.1)] 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.

Neurological: Meningitis, encephalitis, myelitis and demyelination,
myasthenic syndrome / myasthenia gravis, Guillain-Barre syndrome,
nerve paresis, autoimmune neuropathy

Cardiovascular: Myocarditis, pericarditis, vasculitides

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
corticosteroids to reduce the risk of permanent vision loss.

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

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

Hematological and Immunological: 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 0.2% of patients
receiving LIBTAYO [see Adverse Reactions (6.1)]. Monitor patients for signs
and symptoms of infusion-related reactions. Interrupt or slow the rate of
infusion or permanently discontinue LIBTAYO based on severity of reaction
[see Dosage and Administration (2.2)].

5.3 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)]

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 in 534 patients in two open-label, single-arm, multicohort studies
(Study 1423 and Study 1540), including 98 patients with mCSCC (nodal

or distant), 65 patients with 1laCSCC, and 371 patients with other advanced
solid tumors. LIBTAYO as a single agent or in combination with chemotherapy
or radiation was administered intravenously at doses of 1 mg/kg every

2 weeks (n=27), 3 mg/kg every 2 weeks (n=446), 3 mg/kg every 3 weeks
(n=12), 10 mg/kg every 2 weeks (n=6), 200 mg every 2 weeks (n=20) or
350 mg every 3 weeks (n=23). Among the 534 patients, 38% were exposed
for = 6 months and 16% were exposed for = 12 months.

The data described below reflect exposure to LIBTAYO in 219 patients with
advanced CSCC (metastatic or locally advanced disease) in Study 1423 and
Study 1540 [see Clinical Studies (14)]. Of these 219 patients, 131 had
mCSCC (nodal or distant) and 88 had 1aCSCC. Patients received LIBTAYO

1 mg/kg every 2 weeks (n=1), 3 mg/kg every 2 weeks (n=162) or 350 mg
every 3 weeks (n=56) as an intravenous infusion until disease progression,
unacceptable toxicity, or completion of planned treatment. The median
duration of exposure was 38 weeks (2 weeks to 110 weeks).

The safety population characteristics were: median age of 72 years (38 to
96 years), 83% male, 96% white, and European Cooperative Oncology
Group (ECOG) performance score (PS) of 0 (44%) and 1 (56%).

The most common adverse reactions reported in at least 20% of patients
were fatigue, rash, diarrhea, musculoskeletal pain, and nausea. The most
common Grade 3-4 adverse reactions (= 2%) were cellulitis, anemia,
hypertension, pneumonia, musculoskeletal pain, fatigue, pneumonitis,
sepsis, skin infection, and hypercalcemia. LIBTAYO was permanently
discontinued due to adverse reactions in 8% of patients; adverse reactions
resulting in permanent discontinuation were pneumonitis, cough, pneumonia,
encephalitis, aseptic meningitis, hepatitis, arthralgia, muscular weakness,
neck pain, soft tissue necrosis, complex regional pain syndrome, lethargy,
psoriasis, rash maculopapular, proctitis, and confusional state. Serious
adverse reactions occurred in 35% of patients. Serious adverse reactions
that occurred in at least 2% of patients were pneumonitis, cellulitis, sepsis,
and pneumonia.

Table 1 summarizes the adverse reactions that occurred in = 10% of
patients and Table 2 summarizes Grade 3 or 4 laboratory abnormalities
worsening from baseline in = 1% of patients receiving LIBTAYO.
Table 1: Adverse Reactions in > 10% of Patients with Advanced CSCC
Receiving LIBTAYO in Study 1423 and Study 1540

Adverse Reactions LIBTAYO
N=219
All Grades Grades 3-4
O/D D/D

General and Administration Site

Fatigue? 34 3
Skin and Subcutaneous Tissue

Rash® 31 1

Pruritus® 18 0
Gastrointestinal

Diarrhea? 25 05

Nausea 21 0

Constipation 13 0.5

Vomiting 10 0.5
Musculoskeletal and Connective Tissue

Musculoskeletal pain® 24 3

Arthralgia 11 1
Respiratory

Coughf 14 0

(continued)

Table 1: Adverse Reactions in > 10% of Patients with Advanced CSCC
Receiving LIBTAYO in Study 1423 and Study 1540 (continued)

Adverse Reactions LIBTAYO
N=219
All Grades Grades 3-4
% %

Hematology

Anemia \ 11 \ 4
Endocrine

Hypothyroidism ‘ 10 ‘ 0
Metabolism and Nutrition

Decreased appetite \ 10 \ 0

Toxicity was graded per National Cancer Institute Common Terminology Criteria
for Adverse Events (NCI CTCAE) v.4.03
a. Fatigue is a composite term that includes fatigue and asthenia
b. Rash is a composite term that includes rash, rash maculopapular, erythema,
dermatitis, dermatitis bullous, rash generalized, pemphigoid, rash
erythematous, rash macular, rash pruritic, drug eruption, psoriasis, and
skin reaction
. Pruritus is a composite term that includes pruritus and pruritus allergic
. Diarrhea is a composite term that includes diarrhea and colitis
e. Musculoskeletal pain is a composite term that includes back pain, pain in
extremity, myalgia, musculoskeletal pain, and neck pain
f. Cough is a composite term that includes cough and upper airway cough
syndrome

Table 2: Grade 3 or 4 Laboratory Abnormalities Worsening from Baseline
in = 1% of Patients with Advanced CSCC Receiving LIBTAYO in
Study 1423 and Study 1540

Laboratory Abnormality

oo

Grade 3-4 (%)?

Chemistry

Increased aspartate aminotransferase

Increased INR 2

Hematology

Lymphopenia

Anemia

Electrolytes

Hyponatremia 5

Hypophosphatemia

Hypercalcemia 2

Toxicity graded per NCI CTCAE v. 4.03
2 Percentages are based on the number of patients with at least 1 post-baseline
value available for that parameter.

6.2 Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The
detection of antibody formation is highly dependent on the sensitivity and
specificity of the assay. Additionally, the observed incidence of antibody
(including neutralizing antibody) positivity in an assay may be influenced
by several factors including assay methodology, sample handling, timing

of sample collection, concomitant medications, and underlying disease. For
these reasons, comparison of the incidence of antibodies to cemiplimab-rwic
in the studies described below with the incidence of antibodies in other
studies or to other products may be misleading.

Anti-drug antibodies (ADA) were tested in 467 patients who received
LIBTAYO. The incidence of cemiplimab-rwlic treatment-emergent ADAs
was 1.1% using an electrochemiluminescent (ECL) bridging immunoassay;
0.2% were persistent ADA responses. In the patients who developed
anti-cemiplimab-rwic antibodies, there was no evidence of an altered
pharmacokinetic profile of cemiplimab-rwic.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary
Based on its mechanism of action, LIBTAYO can cause fetal harm when
administered to a pregnant woman [see Clinical Pharmacology (12.1)].
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 (IgG4) 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-rwic 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 LIBTAYQ.

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

0f the 219 mCSCC or 1aCSCC patients 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 subjects and younger subjects.

REGENERON | SANOFI| GENZYME

© 2020 Regeneron Pharmaceuticals, Inc., and sanofi-aventis U.S. LLC.
All rights reserved.
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EASY, INTEGRATED WITH-PATIENT

TESTING I-STAT SYSTEM
From Point of Care at Abbott

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.

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
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View Brochures, Videos & More at POR.io
Enter Number 8617 in the Secrch Area

TOXICOLOGY URINE
DRUG SCREENING REAGENTS

From Abbott
Prescription drug misuse and illicit drug abuse is a growing
public health challenge in this country. Building a test profile = 8618
that covers highly misused drugs has never been so vital. AN me | . | i
With over 20 relevant assays to choose from Abbott’s suite of Ll [ e e
Immunalysis reagents allows you to easily screen for relevant == 3 | e lew | BT T —
substances. Our complete line of assays, calibrators, and e L
controls enables you to implement an efficient drug screening : -
program in office. -""..._._.-‘_
. T =

View Brochures, Videos & More at POR.io
Enter Numlber 8618 in the Secrch Area

Toxicology Screening Simplified
Abbott’s ImmTox 270 Benchtop Analyzer
Now with 14 assays CLIA Categorized as
Moderate Complexity

From Abbott

The ImmTox270 benchtop analyzer offers comprehensive
toxicology screening solutions for physician offices, treatment
centers and independent laboratories.

Broad test menu with over 20 assays to choose from including 14
bmmiTox- 270 A that are now available as moderately complex.

With complete laboratory solutions from consultation to
licensure, and compliance the Abbott Clinical Laboratory
Solutions team has you covered.

View Brochures, Videos & More ot POR.io
Enter Number 8619 in the Search Area
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3 TIPS FROM AN
ATTORNEY TO

AVOID A MEDICAL
MALPRACTICE LAWSUIT

BY HEATHER HANSEN, JD

Twenty years of defending doctors and hospitals in medical
malpractice cases has made me into a nervous patient. When
you see the worst, you look for it. At least I do. That’s why when
I was scheduled for a minor elective procedure, I was nervous.
I set aside the day, canceling all of my depositions and planning
to spend the day on emails and phone calls. My specialist’s of-
fice texted me to confirm the procedure date, which was a week
away. Then I received an email from her office with the same
date, but a different location. This made my med mal antenna
go up, but I told myself to chill.

In the days leading up to the procedure I was traveling from
NYC to San Francisco to teach, so when I hadn’t received any
instructions I planned to call the specialist’s office the day
before the procedure. When I did, the assistant informed me
that my procedure was scheduled for that day, and to begin in
an hour. Since I was in the green room at Dr. Oz at the time,
this wouldn’t do. I told her that they had confirmed, by text and
email, that the procedure was tomorrow. She didn't apologize,
but did reschedule me for one week later, on a Wednesday.

I asked her to send instructions for the prep. When I didn’t
receive them by Friday morning, I emailed the office and asked
for them. In response, I got an email with a messily scanned
page of instructions. They said I couldn’t take Advil for a week
before the procedure — I had taken Advil that morning. They
said I needed an escort to and from the procedure — I hadn’t
planned for that. I called the office, and the assistant said that

20 | PHYSICIANS OFFICE RESOURCE

I didn't really need to avoid Advil and I didn't really need the
escort. I canceled the procedure. It was all too disorganized,
impersonal and messy.

Minutes later, the doctor called me. She was very upset that I'd
canceled my procedure because it messed with her schedule. I
tried my best to remain professional in response to her un-
professional behavior. I wanted her to understand something.
“Doctor, if I had any sort of complication as a result of this
procedure, you've provided any good attorney with a way to
pursue a case”

I once heard a medical malpractice attorney who represents pa-
tients give a talk. He said “I look for damages. If there’s damag-
es, I will take the case. 'm a good lawyer. I can create liability”
Doctors make it easy for lawyers to create liability when they
lack perspective, when they don’t have systems in place, and
when they are just plain messy. Studies show that there is very
little correlation between true negligence and lawsuits. I believe
that the best way to avoid lawsuits is with better perspective
and better systems. After 20 years of defending doctors, I know
how to avoid lawsuits. If I were this doctor’s attorney, this is
what I'd tell her.

1. GET A SYSTEM
My specialist clearly did not have a system in place. Systems
save lives, as anyone who has read Atul Gawande’s “The Check-



list Manifesto” could tell you. But systems also save doctors
from lawsuits. If, after all of the issues I described above, I'd had
a complication during my procedure with my specialist, the
jury wouldn’t like to see the lack of a system to ensure the pa-
tient didn’t take Advil and did get home safe. More importantly,
the fact that I didn’t get the instructions until five days before
the procedure could have caused a complication. If I bled as a
result of the NSAID, or fell on my way home, the doctor would
arguably be responsible. The assistant’s instruction that I didn’t
need to follow those instructions also could have caused a com-
plication. I kept notes on our phone calls — I bet she didn’t.
When you don’t have a system, and you don’t have documenta-
tion, you do have a problem when it comes time for trial.

2. GET PERSPECTIVE

Had my doctor seen things from my perspective, she never
would have called me to berate me for canceling. I was frustrat-
ed, nervous and confused. Now I was mad. And mad patients
sue doctors. Wendy Levinson has been on the forefront of the
work that shows us that patients sue doctors who don’t com-
municate well. Frustrated, nervous, confused patients are just
looking for some empathy. If a doctor can’t put herself into a
patient’s shoes, she is going to have trouble at trial when she
has to put herself in a juror’s shoes. And she is far more likely
to find herself having to do so.

3. GET CLEAN

I don’t mean wash your hands, though this goes without saying.
I mean don’t be messy. When I have to defend a doctor with
missing notes, inconsistent practices, and undocumented
phone calls, I know I'm facing an uphill battle. Messiness gives
the patient reason to be upset, and it gives the patient’s attorney
so much to play with in establishing a case. When you're messy,
you are making the patient’s attorney’s job fun.

Defensive medicine adds $45 billion to the cost of health care.
Doctors are ordering more tests, and doing more procedures

in an effort to avoid lawsuits. I've defended doctors for over

20 years. I love and respect health care providers, but I know
better than almost anyone how human they can be. And I know
that small fixes can make a huge difference. Get a system, put

it in place, and stick to it. Get perspective, be empathetic and
communicate with your patients. Get clean, and don’t allow
your practice to be messy and disorganized no matter how busy
you may be. This is the best type of defensive medicine, and it
is free.

Heather Hansen is a communications consultant and attorney.
She can be reached at Heather Hansen Presents.
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ASSESSING AND MONITORING ..

COVID-19 PATIENTS. L&

Urgent care facilities, primary care practices, and other outpatient settings
at the front lines of the COVID-19 pandemic need on-site testing solutions
to support patient assessment and monitoring. With-patient testing can lead
to better healthcare performance by facilitating decisions that can optimize

patient outcomes in real time, improving the quality of patient care.

For facilities treating COVID-19 patients, having rapid, accurate diagnostic
test results may be useful when assessing or monitoring patients for:

» C-Reactive Protein (CRP)
Levels may be elevated in COVID-19 cases, especially severe cases.>*

e Liver, Kidney and Cardiac function
Elevated levels of the following biomarkers may be indicators of
COVID-19 severity:'¢%’
- Alanine Aminotransferase (ALT)!%1720-27
- Albumin (ALB)1222527
- Aspartate Aminotransferase (AST)!61719-2125-26
- Creatine Kinase (CK)!0182022-24
- Creatinine (CREAT)!62223.2527
- Total Bilirubin (TBILI)!6202527

ON-SITE TESTING MADE EASY: PICCOLO XPRESS?®

The Piccolo Xpress portable diagnostic analyzer offers a full complement
of blood chemistry tests, including CLTA-waived tests.
Get accurate results in minutes, at the point-of-care.

SEE A LIST OF KEY PICCOLO XPRESS PANELS ON BACK. }

piccolosz=

hemistry analyzer

For in vitro diagnostic use only.

The Piccolo Xpress does not

directly diagnose COVID-19.

8620



CLIA-WAIVED PANELS

Comprehensive Metabolic Panel
R == Na+, K+, CI-, tCO,, Ca, BUN, Crea, Glu, T
£ ALB, ALP, ALT, AST, TP, tBIL, eGFR*

KEY PICCOLO XPRESS PANELS.

MODERATELY COMPLEX PANELS

BioChemistry Panel Plus
ALB, ALP, ALT, AMY, AST, BUN, Ca,
Crea, Glu, GGT, TP, UA, CRP, eGFR*

MetLyte Plus CRP

Na+, K+, Cl-, tCO,, BUN, Crea, Glu,
T CK, CRP, eGFR*

Hepatic Function Panel

MetLyte 8
T Na+, K+, Cl-, tCO,, BUN, Crea, Glu, Pt S
-~ CK, eGFR* = :
Liver Panel Plus
oINS ALB,ALP, ALT, AMY, AST, GGT, PP
i tBIL, TP ¥
*Calculated

ALB, ALP, ALT, AST, tBIL, dBIL, TP

To learn how the Piccolo Xpress portable diagnostic analyzer can help
transform your patient care, contact your Abbott Point of Care
Representative or visit www.pointofcare.abbott
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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 8621 in the Secrch Area
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LASER LIPO NON-INVASIVE
INSTANT INCH LOSS RESULTS
From Laser Lipo Ltd

The FDA Approved, Strawberry Laser Lipo is a ground-breaking
treatment offering non-invasive, instant inch loss results to the
Abdomen, Hips, Thighs, Arms, Back Fat, Buttocks, Male Chest and
Knees, without any pain or downtime. The clinically proven, non-
invasive laser treatment penetrates the skin to selectively target the
fat cells underneath, leaving blood vessels, nerves and other tissue
undisturbed. Only $24,750 and 0% in-house no credit check financing.

View Brochures, Videos & More at POR.io
Enter Number 8622 in the Search Area

SILARIS™ INFLUENZA A&B TEST
From Sekisui Diagnostics

A molecular test utilizing polymerase chain reaction (PCR) technology
providing accurate results for early diagnosis and proper management
of influenza.

Accurate
v Molecular Results
Vv State-of-the art microfluidic cassette technology
v PCR test using proprietary OscAR™ Technology

SILARIS Affordable
v Single Test Diagnosis
v Controls in every kit

v Molecular reimbursement (CPT Code 87502)

v Easy to Use
v Compact portable dock with no calibration required
v Room temperature storage

- View Brochures, Videos & Mores at POR.io
Enter Number 8623 in the Search Area
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Round up
SARS-CoV-2

and 18 other
pathogens.

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.!?

Syndromic testing means all it takes is one test and just 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 1 OMETRTIEUX

Syndromic Testing: The Right Test, The First Time.

1. This test has not been FDA cleared or approved. This test has been authorized by FDA under an EUA for use by authorized laboratories. This test has been authorized only for the detection and differentiation of nucleic
acid of SARS-CoV-2 from multiple respiratory viral and bacterial organisms. This test is only authorized for the duration of the declaration that circumstances exist justifying the authorization of emergency use of in
vitro diagnostics for detection and/or diagnosis of COVID-19 under Section 564(b)(1) of the Federal Food, Drug, and Cosmetic Act, 21 U.S.C. § 360bbb-3(b)(1), unless the authorization is terminated or revoked sooner.

2. For use with the CLIA-waived BioFire® FilmArray® 2.0 EZ configuration.

BFR0001-0517-01



INTRODUCING

A non-hormonal contraceptive—the first and
only vaginal pH modulator (VPM) that works
immediately to maintain the vagina’s acidic pH in
the presence of semen to prevent pregnancy.™*




Now Available!

AN FDA-APPROVED, NON-HORMONAL,
IN-THE-MOMENT CONTRACEPTIVE

MANY WOMEN HAVE UNMET NEEDS WHEN IT COMES TO BIRTH CONTROL*

They are looking for an
option that:

¢ |Is non-hormonal

Is used in the moment

¢ |Iswoman controlled

Begins working immediately

>t MILLION

21 WOMEN

at risk for pregnancy who are
NOT using hormonal contraception®

Discover why Phexxi™ may be an option for your patients by

visiting HCP-Phexxi.com/contraceptive

IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS

Few cases (0.36%) of adverse reactions of cystitis,
pyelonephritis and other upper urinary tract
infection (UTI) have been reported in

Phexxi™ clinical studies. Of these, one case

of pyelonephritis was considered serious and
required hospitalization. Avoid use of Phexxi™

in females of reproductive potential with history
of recurrent urinary tract infection or urinary
tract abnormalities.

ADVERSE REACTIONS

Most commmon adverse reactions were
vulvovaginal burning sensation, vulvovaginal
pruritus, vulvovaginal mycotic infection, urinary
tract infection, vulvovaginal discomfort, bacterial
vaginosis, vaginal discharge, genital discomfort,
dysuria, and vulvovaginal pain.

Patients should be counseled on the following:

« To contact and consult with their healthcare
provider for severe or prolonged genital
irritation or experiencing urinary tract
symptoms.

« To discontinue Phexxi™ if they develop a
local hypersensitivity reaction.

« That Phexxi™ does not protect against
HIV infection or other sexually transmitted
infections.

To report SUSPECTED ADVERSE REACTIONS,
contact Evofem at toll-free phone
1-833-EVFMBIO or you may contact FDA at
1-800-FDA-1088 or www.fda.gov/medwatch.

INDICATIONS AND USAGE

Phexxi™ is indicated for the prevention of
pregnancy in females of reproductive
potential for use as an on-demand method
of contraception.

LIMITATIONS OF USE

Phexxi™ is not effective for the prevention of
pregnancy when administered after intercourse.

Please see full Prescribing Information
for Phexxi™.

Please see Brief Summary on the
following page.

REFERENCES: 1. Phexxi™ Vaginal Gel. Medi-Span®; June 8, 2020.
2. Phexxi™ [Prescribing Information]. Evofem Biosciences, Inc:
San Diego, CA; May 2020. 3. Bayer LL, Jensen JT. ACIDFORM:

a review of evidence. Contraception. 2014;90:11-18. 4. Nayak S,
Avery A, MclLeod Criffis J, Charles CD, Culwell KR. A randomized
placebo-controlled pilot study of the effect and duration of
Amphora, a multipurpose vaginal pH regulator, on vaginal

pH. Clin Exp Obstet Gynecol. 2019;46(5):736-742. 5. Mansour D.
International survey to assess women'’s attitudes regarding
choice of daily versus nondaily female hormonal contraception.
Int 3 Womens Health. 2014,6:367-375. 6. Daniels K, et al. Current
contraceptive status among women aged 15-49: United States,
2015-2017. NCHS Data Brief. 2018;327:1-14.

Trademarks are owned by Evofem Biosciences. © 2020 Evofem Biosciences.
EVFM-US-000071 -« August 2020 -+ Produced in USA.
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(lactic acid, citric acid, and
potassium bitartrate) Vaginal Gel
1.8%, 1%,0.4%

BRIEF SUMMARY: Consult the Package Insert for complete Prescribing
Information

INDICATIONS AND USAGE

PHEXXI™ is indicated for the prevention of pregnancy in females of
reproductive potential for use as an on-demand method of contraception.

LIMITATIONS OF USE

PHEXXI is not effective for the prevention of pregnancy when administered
after intercourse.

WARNINGS AND PRECAUTIONS
Cystitis and Pyelonephritis

Among 2804 subjects who received PHEXXI in Studies 1 and 2, 0.36%
(n=10) reported adverse reactions of cystitis, pyelonephritis, or other upper
urinary tract infection (UTI). Of these, one case of pyelonephritis was
considered serious and required hospitalization. Avoid use of PHEXXI in
females of reproductive potential with a history of recurrent urinary tract
infection or urinary tract abnormalities.

ADVERSE REACTIONS

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 safety of PHEXXI (pre-filled applicator with 5-gram dose) has been
evaluated in two clinical trials (Study 1 and Study 2) in 2804 subjects (over
19,000 cycles of exposure). The racial/ethnic distribution was 66% White,
27% Black or African American, 2% Asian, 1% American Indian or Alaska
Native, 0.3% Native Hawaiian or Pacific Islander, and 5% other; 32% of
the study population was Hispanic. Study 1 included a one-year extension
phase where 342 U.S. subjects were exposed to PHEXXI for 13 cycles.

Hypersensitivity Reaction:

0Of the 2804 PHEXXI-treated subjects in Studies 1 and 2, one subject reported a
suspected drug hypersensitivity. Avoid PHEXXI use in females of reproductive
potential with suspected hypersensitivity to the ingredients in PHEXXI.

The most common adverse reactions (>10%) in the U.S. population in
Studies 1 and 2 (n = 2480) were: vulvovaginal burning sensation (18.0%) and
vulvovaginal pruritus (14.5%). The majority of these adverse reactions were
mild and few led to discontinuation. Table 1 summarizes the most common
adverse reactions (> 2%) reported by subjects using PHEXXI in the U.S.

Table 1. Adverse Reactions that Occurred in > 2% of Subjects Who Used
PHEXXI to Prevent Pregnancy (Studies 1 and 2 — U.S. population only)

PHEXXI

(N=2480)
Adverse Reaction (%)
Vulvovaginal Burning Sensation 18.0
Vulvovaginal Pruritus 14.5
Vulvovaginal Mycotic Infection™ 9.1
Urinary Tract Infection®+ 9.0
Vulvovaginal Discomfort 9.0
Bacterial Vaginosis 8.4
Vaginal Discharge 55
Genital Discomfort 4.1
Dysuria 3.1
Vulvovaginal pain 2.1

*Includes preferred terms (PT) vulvovaginal mycotic infection and vulvovaginal
candidiasis.

fIncludes PTs urinary tract infection, streptococcal urinary tract infection, Escherichia
urinary tract infection, and urinary tract infection bacterial.

*Does not include PTs cystitis, kidney infection, and pyelonephritis [see Warnings
and Precautions (5.1) of PHEXXI Full Prescribing Information).

Among subjects who used PHEXXI in Studies 1 and 2, 1.6% discontinued
from the clinical trials due to an adverse reaction. The most common
adverse reactions leading to study discontinuation were vulvovaginal
burning sensation (0.7%); and vulvovaginal pruritus and vulvovaginal
discomfort (0.1% each).

Adverse Reactions in Male Partners:

Among male partners of subjects who used PHEXXI for contraception
in Study 2, 9.8% (131 of 1330) reported symptoms of local discomfort
(burning, itching, pain, and “other”). Of these local discomfort symptoms,
74.7% were mild, 21.4% were moderate, and 3.9% were severe. Two subjects
discontinued participation in the study due to male partner symptoms.

USE IN SPECIFIC POPULATIONS

Pregnancy

Risk Summary

There is no use for PHEXXI in pregnancy; therefore, discontinue PHEXXI
during pregnancy. There are no data with the use of PHEXXI in pregnant
women or animals. In the U.S. general population, the estimated background
risk of major birth defects and miscarriage in clinically recognized pregnancies
is 2 to 4 percent and 15 to 20 percent, respectively.

Lactation

Risk Summary

There are no data on the presence of lactic acid, citric acid, and potassium
bitartrate or their metabolites in human milk, the effects on the breastfed
infant, or the effects on milk production.

Pediatric Use

The safety and effectiveness of PHEXXI have been established in females of
reproductive potential.

Efficacy is expected to be the same for post-menarchal females under the
age of 17 as for users 17 years and older. The use of PHEXXI before menarche
is not indicated.

PATIENT COUNSELING INFORMATION

See FDA-approved patient labeling.

Advise the patient to read the Patient Information and FDA-approved patient

labeling (Instructions for Use).

Advise the patient:

* To intravaginally administer the contents of one pre-filled single-dose
applicator of PHEXXI before each episode of vaginal intercourse and to
administer an additional dose if intercourse does not occur within one
hour of administration [see Dosage and Administration (2.1) of PHEXXI
Full Prescribing Information).

* To consult their healthcare provider for severe or prolonged genital irritation
[see Adverse Reactions (6.1) of PHEXXI Full Prescribing Information).

* To discontinue PHEXXI if they develop a local hypersensitivity reaction
[see Adverse Reactions (6.1) of PHEXXI Full Prescribing Information).

* To contact their health care provider if experiencing urinary tract symptoms
[see Warnings and Precautions (5.1) of PHEXXI Full Prescribing Information].

» That PHEXXI does not protect against HIV infection and other sexually
transmitted infections.

Manufactured for Evofem, Inc.,
a wholly owned subsidiary of Evofem Biosciences, Inc.,
12400 High Bluff Drive, Suite 600, San Diego, CA 92130

Trademarks are owned by Evofem Biosciences.
© 2020 Evofem Biosciences.

U.S. Patent 6,706,276

REFD0OC-000554

To report SUSPECTED ADVERSE REACTIONS,
contact Evofem at toll-free phone 1-833-EVFMBIO
or you may contact FDA at 1-800-FDA-1088

or www.fda.gov/medwatch.

BIOSCIENTCES




BPCorrect

COMPLETE HOME BLOOD PRESSURE
MONITORING PLATFORM
From BPCorrect

Designed by primary care doctors, BPCorrect is a complete
home blood pressure monitoring platform consisting of a patient
app and clinician portal. While many apps help patients track
and display their BP, BPCorrect is the only app that guides
patients through a scientific approach to accurately measure

BP in the safety and privacy of their homes. BPCorrect works
with affordable, validated BP monitors from well-known
manufacturers. The web-based clinician portal, available in fall
2020, securely receives patients’ readings, summarizes these for
providers and clinical staff members, and facilitates billing for
remote monitoring. Please visit www.bpcorrect.com for more info.

SNO04 1ONAodd

View Brochures, Videos & More at POR.io
Enter Number 8625 in the Search Area

FULLY AUTOMATED QUANTITIVE
IMMUNOASSAY ANALYZER
From Sekisui Diagnostics

The FastPack® IP System is a fully automated quantitative
immunoassay analyzer designed for use in the Physician
Office laboratory. Utilizing sophisticated chemiluminescence
technology, the FastPack® IP System provides the capability
to produce complex immunoassay results in 12 minutes

or less with a push of a button. Menu includes Vitamin D,
Testosterone, TSH, Free T4 PSA and hCG.

View Brochures, Videos & More at POR.io
Enter Number 8626 in the Search Area

OSOM ULTRA PLUS FLU A&B TEST
From Sekisui

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

* 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 8627 in the Search Area
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MICROS HEMATOLOGY ANALYZER
WITH 3-PART DIFFERENTIAL
PLUS THE LITEPY

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 pL 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 8628 in the Search Area

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 8629 in the Search Area

8629
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DRUGS OF ABUSE TESTING AND
ROUTINE CHEMISTRY PANELS ON A
SINGLE ANALYZER

From Carolina Liquid Chemistries

Carolina Liquid Chemistries Corp. announces the successful
launch of Medica Corporation’s high-speed benchtop analyzer,
the EasyRA®. The updated analyzer now operates at a
photometric rate of up to 240 tests per hour or up to 480 tests
per hour with ISE. The EasyRA urine drug screening and general
chemistry reagents are CLIA categorized as moderately complex.
This all-in-one system allows clinical laboratories to screen for
drugs of abuse in urine while also allowing healthcare providers

to assess routine chemistry panels on a single analyzer.

View Brochures, Videos & More at POR.io
Enter Number 8630 in the Search Area



MEDICAL TABLES and FURNITURE
@ ROCK BOTTOM PRICES!

Medical Device Depot sells the best brands at the lowest prices!

Treatment Tables

] T P P | 8634
| e . Il
Clinton ETA Classic Series Powerline Treatment Table Clinton Cabinet Style Winco Treatment Table
Straight Line Treatment Table Laminate Treatment Table 30" Height
Starting at $381.00 Starting at $518.00 Starting at $884.00 Starting at $341.00

Exam Tables

Family Brewer Basic
Practice Exam Table
Exam Table T Toble
| with Step Stool Starting at Starting at e
= == g — ga I arting
J @;‘ Only e 3152000 B $1,449.00 at $502.00
: -

UMF 5240 Bailey
Exam Table Examination

$882.00

8636

Pediatric Tables

@ L
Hausmann Petes Pedia Pals Puppy Hausmann Pediatriric Clinton Select Series Pediatric
Pick Up Exam Table Pediatric Exam Table Funtastic Table ScalefTreatment Exam Table
Only $1,510.00 Starting at $3,706.00 Only $359.00 Starting at $1,928.00

Power Tables

Clinton Power Examination
Table w/ Stirrups, Adjustable
Backrest and

Brewer FLEX - AABBBEM Power p UMF Head Centric
Access Exam Procedure Chair Procedure Chair
Table \ 4010-650 Series

k:

Drop Section .
(For O8.Gyn Use) Starting at “  Only " Starting at
Only $2,572.00 $4,934.00 * $6,999.00 §9,780.00

3 Easy Steps to Save 50% on ANY Power Table
1. Download the IRS Form 8826 2. Send the Form to your Accountant 3. Purchase any Power Table from Medical Device Depot

Cabinets and Stools

Y Base Cabinet Clinton 24" Winco Gas Clinton Style-Line
| [ Setw/3Doors, | Short Wall Lift Stool, Series 5-Leg Spin
3 Drawers O Cabinet = Mo Back - Lift Exam
and Desk . with 2 Doors - Stool with Backrest
Only $1,143.00 1.r $204.00 CLES) Only $97.00 130e Only $175.00

Call for more info!

MedicalDeviceDepot.com 877-646-3300
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THE SECRET TO
MAKING Al WORK

FOR PHYSICIANS

BY BRANDON MCCUTCHEON, MD

If you are a physician or know a physician or have ever visit-
ed one, chances are you have probably heard them complain
about technology in health care. More to the point, they are
likely to be complaining about the one piece of technology
that affects their lives minute-to-minute: the electronic health
record (EHR). To get a sense of how central EHRs are to our
daily routines, consider that physicians now spend more time
in the EHR than they do seeing patients (6 hours of an average
11-hour work day). And while it is easy to write them off as
luddites unable to adapt to new technology, an important study
by the RAND organization noted that physicians approve of
EHRs in principle and see the potential for the technology to
improve the delivery of clinical care.

So where is the disconnect between the vision that physicians
see for the EHR and its implementation in clinical practice?
Instead of being a tool to facilitate communication and coordi-
nation, the EHR has become an additional burden. Common
critiques include that fact that EHR technology interferes

with face-to-face patient-physician communication (this has
become the aptly named “screen between”), has significantly
increased the amount of time physicians spend performing
data entry and clerical duties (and in some cases, has created
brand new administrative tasks), and is associated with poor
user experience. It all feels as if the physician is working for the
EHR rather than the other way around.

The changes physicians have had to make to clinical practice
because of the EHR have had profound impacts. For exam-

ple, EHRs have been identified as the #1 reason for physician
burnout. This is particularly problematic given that one study
demonstrated over half of all physicians are suffering from
professional burnout. Whats more, physicians who were dissat-

32 | PHYSICIANS OFFICE RESOURCE

isfied with their EHR and clerical burden were also more likely
to have plans of leaving clinical practice. This adds to ongoing
concerns of an impending physician workforce shortage.

How have physicians responded? Medical scribes have emerged
as one solution. Medical scribes follow the physician into the
exam room where they observe the interaction and subse-
quently draft up the physician’s documentation. While scribes
are a great way to alleviate some of the EHR burden, they are
not without limitations: scribes can be unaffordable for some
providers (approximately $35,000 per year), require initial
generalized training, need additional ramp-up time to learn the
preferences of a specific physician, and are subject to turnover.
Another approach has included retraining existing medical
personnel such as clinic nurses or medical assistants to assist
the physician with clerical duties. The challenge is both of these
approaches involve mobilizing additional human resources to
make up for the shortcoming of technology. Instead of creating
more efficiencies and reducing human clerical burden, we con-
tinue to come up with creative workflow “hacks” for working
around the EHR rather than improving it.

Technology is supposed to be an efficiency gainer. It is sup-
posed to increase the productivity of the existing human
workforce. Most sectors worry that technology will put humans
out of work. With that said, skeptics may rightfully question
the notion of improving technology with ... more technology.
However, the problem is not technology itself but rather the
way it is envisioned, designed, and implemented into clinical
practice.

Tools such as artificial intelligence (AI) and natural language
processing (NLP) offer exciting opportunities to improve upon
the existing healthcare IT environment. And If three easy steps



are followed in implementing these tools, we can make an
important leap from our current status quo to a future where
technology integrates seamlessly into the clinical workflow.

First, the creators of technology must take a problem-ori-
ented approach. Notice that above I mention “tools such as
artificial intelligence (AI) and natural language processing
(NLP)” That is because these should be seen as solutions
to a specific problem rather than just another technology
we should squeeze into the clinical workflow. Therefore, by
viewing Al and NLP as one of perhaps many tools we can
mobilize to solve the problem of excessive data entry and
clerical duties for physicians, we are more likely to succeed
in creating value for physicians and building a product
that they actually love (rather than the ones they currently
lament).

Second, we must include physicians in the solution creation
process. Good entrepreneurs refer to this as customer dis-
covery and would not dream of launching an initial product
without getting extensive feedback from the end user. We
must see the problem we are solving through the eyes of the
physician. How do they understand it? How does it impact
their workflow? Where are the greatest opportunities for im-
provement? By attempting to see the problem through their
lens, we are able to build solutions with the right combina-
tion of features that physicians will actually want.

Third, we must see the problems as more than just equations

to be solved. With Al and NLP, there is the tendency to think
that all that is needed is more data and a better performing
algorithm. While adequate performance is undoubtedly
necessary, it is not sufficient. The challenge with making Al
work for clinicians is as much one of packaging it into an
intuitive design and an enjoyable user interface (UI)/user
experience (UX) as it is about enhancing performance. The
best performing model is not much good if the physician
hates the way it looks and feels; or worse, if it adds additional
time to their workflow.

The EHR we have today does not have to be the one we have
tomorrow. Efficient and enjoyable clinical practice is pos-
sible. A future where doctors spend more time with their
patients than they do with the EHR is achievable. It just re-
quires a problem-oriented approach, end-user engagement,
attention to the clinical workflow, and beautiful design.

Brandon A. McCutcheon, MD; Chief Executive Officer: Bran-
don is a neurosurgeon in residency at the Mayo Clinic with

a passion for data science and novel analytic methods. He is
enthusiastic about tackling large-scale, high-impact problems.
Brandon has founded and led a prior healthcare IT startup in
addition to publishing over 40 peer-reviewed scientific manu-
scripts in clinical data science and machine learning.
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RX IMOLA
From HORIBA Medical

The RX imola is a cost-effective system that delivers
consistent high-quality results. Capable of handling the
workload of a medium to high throughout laboratory
and a combined throughput of 560 tests per hour, the
RX imola provides rapid, comprehensive testing on a
small footprint analyzer when it matters most, with
direct HbAlc testing capabilities.

View Brochures, Videos & More at POR.io
Enter Number 8651 in the Search Area

RX DAYTONA+
From Randox Laboratories

The RX daytona+ is a fully automated, benchtop, clinical
chemistry analyzer capable of performing high quality testing,
with a combined throughput of 450 tests per hour, for accurate
results you can trust. The most versatile analyzer in its class, the
RX daytona+ combines robust hardware and intuitive software
with the world leading RX series test menu for unrivaled
performance, with direct HbAlc testing capabilities.

View Brochures, Videos & More at POR.io
Enter Number 8652 in the Search Area
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PENTRA C400 CHEMISTRY
ANALYZER
From HORIBA Medical

One benchtop, not a whole lab! No water system, drain or
special electrical connected required to operate the Pentra
C400 chemistry analyzer. Now you can have the power of
a floor model analyzer on the benchtop! The Pentra C400
chemistry system processes up to 420 tests/hr including
ISEs and offers routine metabolic assays, TDMs, DAUs and
Adulterants, HbAlc and Vitamin D tests. With 40 open
channels, you can add much more for a complete menu to
meet your practice needs.

View Brochures, Videos & More at POR.io
Enter Number 8653 in the Search Area



= LAB-ACCURATE RESULTS
'ﬂ . FOR ACR AND HBAIC
."'*:.f,_». - From Abbott
L] With its compact size and panel of tests, the Afinion 2

system is ideal for point-of-care testing in physician offices,
clinics, community health centers and hospital out-patient
clinics. From just a small urine or fingerstick whole blood

.
e
sample, lab-accurate results for ACR and HbAlc are made
available during the consultation.
View Brochures, Videos & More at POR.io
Enter Number 8654 in the Search Area
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CLIA-WAIVED FOR RAPID
DETECTION OF FLU A+B
From BD Veritor

The CLIA-Waved BD Veritor™ Plus System for rapid detection
of Flu A+B, combines speed and accuracy. It provides clear
digital results in under 11 minutes and has demonstrated
performance compared to molecular testst It is easy to

use and has a low cost of ownership. The BD Veritor ™ Plus
System is CLIA-Waved for Flu, RSV and Group A Strep.

[1]1 (BD Veritor System for Rapid Detection of Flu A+B, CLIA-waved kit package
insert, 8087667 (14) 2018-06. BD Veritor System for Rapid Detection of Flu A+B,

laboratory kit package insert, 8087666 (11) 2017-10., 2018-06.)

View Brochures, Videos & More at POR.io
Enter Number 8655 in the Search Area

MINIiiMIZE THE HASSLE OF
ESR TESTING IN YOUR LAB
From ALCOR Scientific

miniiSED™ is the newest of the iISED® family of ESR analyzers
from ALCOR Scientific. The miniiSED™ measurement of

ESR is accurate and unaffected by variables associated with
traditional methodologies, such as hematocrit. This single
position, fully automated ESR analyzer works directly from
primary EDTA tubes, requires 100 L of sample, has an internal
barcode reader, and produces results in 15 seconds! miniiSED™
is the ideal solution to ESR testing for small laboratories, POL'’s,
and emergency clinics. Proudly manufactured in the USA.

View Brochures, Videos & More at POR.io
Enter Number 8656 in the Search Area
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BIOFIRE® FILMARRAY® TORCH
From BioFire

The BioFire® FilmArray® Torch is a fully integrated,
random, and continuous access system designed to meet
your laboratory’s syndromic infectious disease testing
needs. The BioFire Torch offers a radically reduced
benchtop footprint, saving precious space in the lab, and
its scalability meets high throughput demands. BioFire®
FilmArray® Link Software automatically uploads patient
results. Fully compatible with all CLIA Moderate BioFire®
FilmArray® Panels, the BioFire Torch helps you maximize

efficiency and productivity.

View Brochures, Videos & More at POR.io
Enter Number 8657 in the Search Area

PRODUCT FOCUS

CLIA-WAIVED BIOFIRE® FILMARRAY"®
RESPIRATORY PANEL (RP) EZ b
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.

View Brochures, Videos & More at POR.io
Enter Numlber 8658 in the Search Area

PAD TESTING SYSTEMS IDEAL FOR
PRIMARY CARE TO VASCULAR SPECIALISTS
From Newman Medical

Your patients Trust You to find their PAD
* You have many high risk patients, including anyone over 65 or
diabetics or smokers
« Even if they are unaware of their PAD, 25% will have a heart
attack or stroke within 5 years if not managed
« Patients often mistake symptoms of PAD for arthritis.

simpleABI Cuff-Link systems are easy to learn and use
« Push button remote, automatic calculations/waveforms
¢ PC based - reports are easy to save and share

Excellent Value and Reimbursements
¢ One test per week pays off system in less than one year
* Medicare reimbursements range from $80 to $220 depending on
location and test

View Brochures, Videos & More at POR.io
Enter Number 8659 in the Search Area
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WAYS TO START IMMEDIATELY
INCREASING REVENUE

ANS TESTI NG (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,‘
8660

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

SUDOMOTOR TESTING e compimesin swsivo 1 sysem

« 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)
s ALLERGY TESTING
whrfle | pul of & Amspricany
e « Turn Key, comprehensive system 8662
+ 80-panel test, NO HIGH RISK (shellfish/peanuts/berries)

+ 2 Minutes to apply, 15 minutes to show results
« Reimburses average $270 - $350/test, costs ~ $100/test (antigens/applicators)
« Options for Immunotherapy Treatment

NEURQ-COGNITIVE TESTING

» 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

CALL TOLL FREE 855-565-2500 Hduanced

Chnical
sales@advancedclinicalproducts.com Products

General reimbursement information is being provided only as of January 1, 2019 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"




AJOVY AJOVY IS AVAILABLE

\J
(fremanezumab-vfrm) IN AN AUTOINJECTOR

injection 225 mg/1.5 mL

FEATURES OF THE
EASY-TO-USE AUTOINJECTOR'

Audible cues signal progress of administration

wnraky

vVY®

AJO
(fremanezumab-vfrm) '||I|'|I'I'I

injection 3 51759-202-10 ¢ rl
e e R i o e

No visible needle Window displays when dose
has been delivered

of HCP and patient evaluators found the AJOVY Autoinjector easy to use
in two human factor studies (N=77)"*

Please provide proper training to patients and/or caregivers on the preparation and administration of the
AJOVY Autoinjector, as well as the prefilled syringe. Available resources include Instructions for Use in the full
Prescribing Information, and an IFU video can be accessed at AJOVYhcp.com.

Only 4 injection days
PER per{/ear{/vith Y v AJOVY can also be administered monthly

YEAR | quarterly dosing

Contraindications: AJOVY is contraindicated in patients with serious hypersensitivity to fremanezumab-vfrm or
to any of the excipients.

Hypersensitivity Reactions: Hypersensitivity reactions, including rash, pruritus, drug hypersensitivity, and urticaria
were reported with AJOVY in clinical trials. Most reactions were mild to moderate, but some led to discontinuation or
required corticosteroid treatment. Most reactions were reported from within hours to one month after administration.
If a hypersensitivity reaction occurs, consider discontinuing AJOVY and institute appropriate therapy.

Adverse Reactions: The most common adverse reactions (5% and greater than placebo) were injection site reactions.

Please see the Brief Summary of the full Prescribing Information on the adjacent page.

*Two human factor studies assessed evaluators’ ability to complete critical tasks in order to demonstrate use of the AJOVY Autoinjector in
simulated-use sessions. When asked “Was the autoinjector easy to use?”, 97% in study 1 (N=30) and 98% in study 2 (N=47) answered “Yes."

Reference: 1. Data on file. Parsippany, NJ: Teva Pharmaceuticals USA, Inc.

AJOVYhcp.com

© 2020 Teva Pharmaceuticals US 59 October 2020



BRIEF SUMMARY OF PRESCRIBING INFORMATION FOR
AJOVY® (fremanezumab-virm) injection, for subcutaneous use

SEE PACKAGE INSERT FOR FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
AJOVY is indicated for the preventive treatment of migraine in adults.

2 DOSAGE AND ADMINISTRATION
21 Recommended Dosage
Two subcutaneous dosing options of AJOVY are available to administer the
recommended dosage:
e 225 mg monthly, or
* 675 mg every 3 months (quarterly), which is administered as three
consecutive subcutaneous injections of 225 mg each.
When switching dosage options, administer the first dose of the new regimen
on the next scheduled date of administration. If a dose of AJOVY is missed,
administer as soon as possible. Thereafter, AJOVY can be scheduled from the
date of the last dose.
2.2 Important Administration Instructions
AJOVY is for subcutaneous use only.
AJOVY may be administered by healthcare professionals, patients, and/or
caregivers. Prior to use, provide proper training to patients and/or caregivers on
the preparation and administration of AJOVY prefilled syringe, including aseptic
technlque [see Instructions for Use in full Prescribing Information]:
Remove AJOVY from the refrigerator. Prior to use, allow AJOVY to sit at
room temperature for 30 minutes protected from dlrect sunlight. Do not
warm by using a heat source such as hot water or a microwave. Do not
use AJOVY if it has been at room temperature for 24 hours or longer.
¢ Follow aseptic injection technique every time AJOVY is administered.
* Inspect AJOVY for particles or discoloration prior to administration. Do
not use if the solution is cloudy, discolored, or contains particles.
¢ Administer AJOVY by subcutaneous injection into areas of the abdomen,
thigh, or upper arm that are not tender, bruised, red, or indurated. For
multiple injections, you may use the same body site, but not the exact
location of the previous injection.
¢ Do not co-administer AJOVY with other injectable drugs at the same
injection site.
4 CONTRAINDICATIONS
AJOVY is contraindicated in patients with serious hypersensitivity to fremanezumab-
vfrm or to any of the excipients [see Warnings and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Hypersensitivity reactions, including rash, pruritus, drug hypersensitivity,
and urticaria, were reported with AJOVY in clinical trials. Most reactions were
mild to moderate, but some led to discontinuation or required corticosteroid
treatment. Most reactions were reported from within hours to one month after
administration.

If a hypersensitivity reaction occurs, consider discontinuing AJOVY, and
institute appropriate therapy.

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are discussed in greater
detail in other sections of the labeling:

» Hypersensitivity Reactions [see Warnings and Precautions (5.1)]
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 clinical practice.
The safety of AJOVY was evaluated in 2512 patients with migraine who received
at least 1 dose of AJOVY, representing 1279 patient-years of exposure. Of these,
1730 patients were exposed to AJOVY 225 mg monthly or AJOVY 675 mg
quarterly for at least 6 months, 775 patients for at least 12 months, and 138
patients for at least 15 months. In placebo-controlled clinical trials (Studies 1
and 2), 662 patients received AJOVY 225 mg monthly for 12 weeks (with or
without a loading dose of 675 mg), and 663 patients received AJOVY 675 mg
quarterly for 12 weeks. In the controlled trials, 87% of patients were female,
80% were White, and the mean age was 41 years.
The most common adverse reactions in the clinical trials for the preventive
treatment of migraine (incidence at least 5% and greater than placebo) were
injection site reactions. The adverse reactions that most commonly led to
discontinuations were injection site reactions (1%). Table 1 summarizes
adverse reactions reported in the 3-month placebo-controlled studies (Study 1
and Study 2), and the 1-month follow-up period after those studies.

Table 1: Adverse Reactions Occurring with an Incidence of At Least 2% for
Either Dosing Regimen of AJOVY and At Least 2% Greater Than
Placebo in Studies 1 and 2

Adverse Reaction AJOVY AJOVY Placeho
225 mg Monthly | 675 mg Quarterly| Monthly
(n=290) (n=667) (n=668)

% % %

Injection site reactions? 43 45 38

2 |njection site reactions include multiple related adverse event terms, such as
injection site pain, induration, and erythema.

AJOVY® (fremanezumab-virm) injection

6.2  Immunogenicity

As with all therapeutic proteins, there is a potential for immunogenicity. The
detection of antibody formation is highly dependent on sensitivity and specificity
of the assay. Additionally, the observed incidence of antibody (including
neutralizing antibody) positivity in an assay may be influenced by several factors,
including assay methodology, sample handling, timing of sample collection,
concomitant medications, and underlying disease. For these reasons, comparison
of the incidence of antibodies to fremanezumab-vfrm in the studies described
below with the incidence of antibodies in other studies to other products may
be misleading. Clinical immunogenicity of AJOVY was monitored by analyzing
anti-drug antibodies (ADA) and neutralizing antibodies in drug-treated patients.
The data reflect the percentage of patients whose test results were positive for
antibodies to AJOVY in specific assays.

In 3-month placebo-controlled studies, treatment-emergent ADA responses
were observed in 6 out of 1701 (0.4%) AJOVY-treated patients. One of the 6
patients developed anti-AJOVY neutralizing antibodies at Day 84. In the ongoing
long-term open-label study, ADA were detected in 1.6% of patients (30 out of
1888). Out of 30 ADA-positive patients, 17 had a neutralizing activity in their
post-dose samples. Although these data do not demonstrate an impact of anti-
fremanezumab-vfrm antibody development on the efficacy or safety of AJOVY in
these patients, the available data are too limited to make definitive conclusions.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk associated with the
use of AJOVY in pregnant women. AJOVY has a long half-life. This should
be taken into consideration for women who are pregnant or plan to become
pregnant while using AJOVY. Administration of fremanezumab-vfrm to rats and
rabbits during the period of organogenesis or to rats throughout pregnancy
and lactation at doses resulting in plasma levels greater than those expected
clinically did not result in adverse effects on development [see Animal Data].
In the U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4% and
15-20%, respectively. The estimated rate of major birth defects (2.2-2.9%) and
miscarriage (17%) among deliveries to women with migraine are similar to
rates reported in women without migraine.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Published data have suggested that women with migraine may be at increased
risk of preeclampsia and gestational hypertension during pregnancy.

Data

Animal Data

When fremanezumab-virm (0, 50, 100, or 200 mg/kg) was administered to male
and female rats by weekly subcutaneous injection prior to and during mating and
continuing in females throughout organogenesis, no adverse embryofetal effects
were observed. The highest dose tested was associated with plasma exposures
(AUC) approximately 2 times that in humans at a dose of 675 mg.
Administration of fremanezumab-vfrm (0, 10, 50, or 100 mg/kg) weekly
by subcutaneous injection to pregnant rabbits throughout the period of
organogenesis produced no adverse effects on embryofetal development. The
highest dose tested was associated with plasma AUC approximately 3 times that
in humans (675 mg).

Administration of fremanezumab-vfrm (0, 50, 100, or 200 mg/kg) weekly by
subcutaneous injection to female rats throughout pregnancy and lactation
resulted in no adverse effects on pre- and postnatal development. The highest
dose tested was associated with plasma AUC approximately 2 times that in
humans (675 mg).

8.2  Lactation

Risk Summary

There are no data on the presence of fremanezumab-vfrm in human milk, the
effects on the breastfed infant, or the effects on milk production. The
developmental and health benefits of breastfeeding should be considered along
with the mother’s clinical need for AJOVY and any potential adverse effects on
the breastfed infant from AJOVY or from the underlying maternal condition.
8.4  Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5  Geriatric Use

Clinical studies of AJOVY did not include sufficient numbers of subjects aged 65
and over to determine whether they respond differently from younger subjects.
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