Dupixent® (dupilumab) Medicaid Core Testimonial

Indications, Dosage, and Administration

Timing of Response

Please see Section 14 of the package insert for the primary analyses of each indication.

In a post hoc analysis (N=1379), dupilumab 300 mg g2w

significantly (P<0.05) lowered PPNRS scores after 2 days of
treatment compared with placebo in adult patients with moderate-to-
severe AD (LS mean % difference vs placebo: qw, —3.4; g2w, —4.0)'
.ﬁ% Dupilumab 200 mg or 300 mg g2w significantly (P<0.0001)
improved FEV, after 2 weeks of treatment compared with

placebo (LS mean difference vs placebo: 200 mg, 0.14 L; 300 mg, 0.15 L)
in patients aged 212 years with moderate-to-severe asthma (N=1902)2

% Dupilumab significantly reduces itch within 2 days:
Dupilumab significantly improves lung function by Week 2:

Dupilumab improves loss of smell within 1 week:
Dupilumab 300 mg q2w significantly (P<0.0001) improved
loss of smell scores after 1 week (LS mean difference vs placebo:
—0.20; score range: 0—-3) and improved UPSIT scores after 2 weeks of
treatment (LS mean difference vs placebo: 5.53; score range: 0—-40) in
adults with CRSWNP?

ICER 2021 AD Report

Please see Section 2 of the package insert for full dosage and administration information.

SC Dosage and Administraton'

Treatment of patients aged 26
years with moderate-to-severe AD
whose disease is not adequately
controlled with topical prescription
therapies or when those therapies
are not advisable

Add-on maintenance treatment
of patients aged 26 years with
moderate-to-severe asthma
characterized by an eosinophilic
phenotype or with OCS-dependent
asthma (for patients aged 6-11
years with asthma and coexisting
moderate-to-severe AD, follow
the recommended dosage for
patients with moderate-to-severe
AD, including the LD)

Add-on maintenance treatment in
adult patients with inadequately
controlled CRSWNP

LD Day 1 for all approved ages: double the MD
MD for patients 218 years: 300 mg q2w
MD for patients 6—17 years:

» 300 mg q2w (260 kg)

» 200 mg q2w (30 to <60 kg)

» 300 mg g4w (15 to <30 kg)

LD Day 1
Patients 212 years: double the MD
Patients 6-11 years: no LD recommended
MD for patients 212 years:
* 200 or 300 mg q2w (eosinophilic phenotype)
» 300 mg q2w (OCS dependence or coexisting AD)
MD for patients 6—11 years:
+ 200 mg g2w (230 kg)
» 100 mg g2w or 300 mg g4w (15 to <30 kg)

MD for patients 218 years: 300 mg q2w

in adults with moderate-to-severe AD®

<

Dupilumab is associated with favorable long-term cost effectiveness compared with JAK inhibitors and tralokinumab

* In an indirect treatment comparison, ICER concluded that there was insufficient evidence to support the superiority of abrocitinib and upadacitinib over
dupilumab 300 mg q2w, in terms of net health benefit in adults with moderate-to-severe AD, and that incremental cost-effectiveness ratios favored dupilumab

— The net health benefit of baricitinib and tralokinumab was found to be comparable or inferior to dupilumab

— Compared with dupilumab, baricitinib and tralokinumab were less costly and less effective over a 5-year treatment period, while abrocitinib and

upadacitinib were not cost-effective versus dupilumab

» Concerns about the lack of long-term safety data for dupilumab, as noted in ICER’s 2017 report, have been alleviated over time on the basis of published

data and widespread use in clinical practice

New Clinical Data

)

Dupilumab post hoc analysis: In LIBERTY ASTHMA QUEST, dupilumab 200 and 300 mg g2w significantly reduced
exacerbation rates and improved lung function in patients with uncontrolled, moderate-to-severe allergic asthma®

« Allergic asthma (n=1083) was defined as total serum IgE =30 IU/mL and 21 positive allergen-specific IgE value (=0.35 kU/L)

« In the allergic asthma subgroup, dupilumab was associated with greater reductions in exacerbations rates at Week 52 (% difference vs placebo:
dupilumab 200 mg, —36.9%; dupilumab 300 mg, —45.5; both P<0.01) and improvements in FEV, at Week 12 (LS mean difference vs placebo:
dupilumab 200 mg, 0.13 L; dupilumab 300 mg, 0.16 L; both £<0.001) compared with placebo

According to Peters et al, a CRSwNP indirect treatment comparison, dupilumab improved key CRSwWNP outcomes

compared with omalizumab’

* Dupilumab 300 mg q2w was associated with significant improvements in NPS, NC score, and sense of smell at Week 24 compared with omalizumab

g2w—g4w in adults with severe CRSWNP’

— Mean difference in NPS of —1.04 (95% ClI, —1.63 to —0.44) was observed in dupilumab-treated versus omalizumab-treated patients

— Mean difference in NC scores between the dupilumab and omalizumab groups was —0.35 (-0.60 to —0.11)

— Mean differences in loss of smell and UPSIT scores between the dupilumab and omalizumab groups were —0.66 (-0.90 to -0.42) and

6.70 (4.67 to 8.73), respectively

— Dupilumab demonstrated significantly greater improvements in all key outcome measures versus omalizumab except for the SNOT-22 score, which
showed greater numerical improvement with dupilumab versus omalizumab without being statistically significant (mean difference [95% CI]: -3.47

[-9.07 to 2.12])

There are no head-to-head data comparing omalizumab and dupilumab; indirect treatment comparisons have inherent limitations, which are fully addressed in the manuscript.

Dupilumab is OCS and surgery sparing in adults with CRSwWNP: In a pooled analysis of SINUS-24 and SINUS-52 (N=276),
dupilumab 300 mg g2w and q2w—qg4w significantly reduced OCS use and/or need for sinonasal surgery?®

» Dupilumab significantly reduced the need for SCS by 73.9% versus placebo over the 52-week treatment period (HR [95% CI]: 0.261 [0.179 to 0.379]; P<0.0001)
* Dupilumab significantly reduced the number of patients requiring NP surgery by 82.6% versus placebo over the 52-week treatment period (HR [95% ClI]:

0.174 [0.066—-0.462]; P=0.0005)
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Coexisting Type 2 Inflammatory Disease

& Dupilumab improves AD, asthma, and CRSWNP symptoms in adults with moderate-to-severe AD with coexisting
E3 asthma and CRSWNP

+ In a pooled analysis of LIBERTY AD SOLO 1, SOLO 2, CHRONOS, and CAFE (N=2444), dupilumab 300 mg qw or g2w provided significant and clinically
meaningful improvements in AD severity and itch, asthma control, and sinonasal symptoms in adults with moderate-to-severe AD with coexisting asthma
and CRSwNP®

— Significantly (P<0.0001) more patients treated with dupilumab achieved 275% improvements from baseline EASI scores (dupilumab qw: 51.0%;
dupilumab gq2w: 52.6%) versus placebo (17.5%) at Week 16; additionally, dupilumab significantly (P<0.0001) lowered Week 16 PPNRS scores versus
placebo (LS mean change from baseline PPNRS score: dupilumab qw, 3.75; dupilumab g2w, 3.44; placebo, 1.74)

— Significantly more patients treated with dupilumab versus placebo achieved clinically meaningful improvements in 5-item ACQ (dupilumab qw: 47.1%;
dupilumab q2w: 31.6%, placebo: 21.9%; P<0.001 and P<0.05 vs placebo, respectively) and SNOT-22 (dupilumab qw: 43.1%; dupilumab q2w: 33.7%,
placebo: 14.9%; P<0.001 and P<0.001 vs placebo, respectively) scores at Week 16

Dupilumab improves asthma symptoms and QOL in adults with CRSWNP and coexisting asthma

* In a pooled analysis of SINUS-24 and SINUS-52, dupilumab 300 mg q2w significantly improved pulmonary function and QOL in adults with coexisting
CRSwNP and asthma'®
— Dupilumab significantly (P<0.001) improved NPS, NC, LMK-CT, and SNOT-22 scores versus placebo at Week 24 (refer to the full manuscript for
additional details)
— Dupilumab significantly (P<0.001) improved FEV, (LS mean difference [95% CI]: 0.21 L [0.13-0.29]) and 6-item ACQ scores (LS mean difference
[95% CIl]: —0.82 [-0.98 to —0.67]) versus placebo at Week 24

AD 2017 Consensus Statement Asthma 2021 Guidelines
The 3AD Steering Committee® concluded the following: The GINA 2021 Report concluded that
‘ Ll S S T Sy S Il S o ‘ ‘ dupilumab is recommended for the treatment of

treatment of moderate-to-severe AD in adults. Considering
the safety profiles of conventional systemic therapies, which
are not FDA-approved for AD treatment, it is recommended
that dupilumab be used as a first-line systemic treatment
in adults with moderate-to-severe AD who are uncontrolled

severe Type 2 eosinophilic asthma in patients who
require maintenance oral corticosteroids, or patients
who experienced exacerbations in the last year and have
either blood eosinophil levels 2150 cells/uL or

> 12
with topical therapies’ , ’ FRD el L2 ieie ’ ’
» Many patients with moderate-to-severe AD are not receiving systemic + Elevated blood eosinophils or FeNO are predictive of a good response
therapy because of a lack of approved, safe, and effective therapies and to dupilumab™
the significant burden of advers;a events with off-label use of currently - Dupilumab was also noted to be indicated for the treatment of patients
available immunosuppressants with moderate-to-severe AD or CRSWNP2
Dupilumab Is Not an Immunosuppressant Safety
* Dupilumab is not classified as an immunosuppressant by the FDA and * AD: Most common adverse reactions (incidence 21%) are injection site
WHO*3 reactions, conjunctivitis, blepharitis, oral herpes, keratitis, eye pruritus,
— Dupilumab is an interleukin-4 receptor alpha antagonist* other herpes simplex virus infection, and dry eye*
« No meaningful changes in routine laboratory parameters were found in * Asthma: Most common adverse reactions (incidence 21%) are injection
adults with moderate-to-severe AD treated with dupilumab' site reactions, oropharyngeal pain, and eosinophilia*
- Studies have supported that patients taking dupilumab have no increased * CRSWNP: Most common adverse reactions (incidence 21%) are injection
risk of infections-17 site reactions, eosinophilia, insomnia, toothache, gastritis, arthralgia, and
L

— Serious or severe infections, nonherpetic skin infections, and clinically conjuncthltllé . . o
concerning herpes viral infections (eczema herpeticum and herpes * Hypersensitivity reactions (urticaria, rash, erythema nodosum, erythema
zoster) were significantly (P=0.02, P<0.001, and P=0.004, respectively) multiforme, anaphylaxis, and serum sickness) have occurred after
lower with dupilumab versus placebo'® administration of dupilumab*

— URTIs were significantly (nominal P<0.01) less likely to occur in * The incidences of treatment discontinuation due to adverse events were
dupilumab-treated patients aged 212 years with moderate-to-severe as low as or lower with dupilumab compared with placebo across all
asthma versus placebo'® indications*

— URTIs were significantly (P<0.01) less likely to occur in adults with + For additional important safety information, please see “Dupilumab
CRSWNP treated with dupilumab compared with placebo!” package insert” linked below

Additional Information

* Dupilumab package insert

* Dupilumab patient information

2Sanofi Genzyme and Regeneron provided funding for the 3AD program but had no influence on the * References
development of the recommendations.

5-item ACQ score range®: 0-6; 6-item ACQ score range': 0-6; EASI score range': 0-72; LMK-CT score range'®: 0-24; loss of smell score range® 0-3; NC score range'®: 0-3; NPS score range': 0-8;
PPNRS score range': 0-10; SNOT-22 score range®: 0—110; UPSIT score range®: 0—40.

ACQ, Asthma Control Questionnaire; AD, atopic dermatitis; CRSWNP, chronic rhinosinusitis with nasal polyps; EASI, Eczema Area and Severity Index; FDA, Food and Drug Administration; FeNO, fractional
exhaled nitric oxide; FE\/1, forced expiratory volume in 1 second; GINA, Global Initiative for Asthma; HR, hazard ratio; ICER, Institute for Clinical and Economic Review; Ig, immunoglobulin; JAK, Janus kinase;
LD, loading dose; LMK-CT, Lund-MacKay computed tomography; LS, least squares; MD, maintenance dose; NC, nasal congestion; NP, nasal polyps; NPS, nasal polyp score; OCS, oral corticosteroids; ppb,
parts per billion; PPNRS, peak pruritus numerical rating scale; q2w, every 2 weeks; g4w, every 4 weeks; QOL, quality of life; qw, every week; SC, subcutaneous; SNOT-22, 22-item Sinonasal Outcomes Test;
UPSIT, University of Pennsylvania Smell Identification Test; URTI, upper respiratory tract infection; WHO, World Health Organization.

For scientific exchange with payers/population health decision-makers.
- Sanofi Genzyme and Regeneron do not recommend the use of its products
SANOF| GENZYME Y] REGENERON in any manner other than as described in the prescribing information. MAT-US-2108608 v1.0 — Pro1 Exp: 10/22/2022
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Patient Information

DUPIX(EE;T:S?“L;BIX-ent) RETURN TO SCRIPT

injection, for subcutaneous use

What is DUPIXENT?
DUPIXENT is a prescription medicine used:

o to treat people aged 6 years and older with moderate-to-severe atopic dermatitis (eczema) that is not well controlled with
prescription therapies used on the skin (topical), or who cannot use topical therapies. DUPIXENT can be used with or
without topical corticosteroids.

o with other asthma medicines for the maintenance treatment of moderate-to-severe asthma in people aged 6 years and
older whose asthma is not controlled with their current asthma medicines. DUPIXENT helps prevent severe asthma
attacks (exacerbations) and can improve your breathing. DUPIXENT may also help reduce the amount of oral
corticosteroids you need while preventing severe asthma attacks and improving your breathing.

o with other medicines for the maintenance treatment of chronic rhinosinusitis with nasal polyposis (CRSwNP) in adults
whose disease is not controlled.

o DUPIXENT is not used to treat sudden breathing problems.

o DUPIXENT works by blocking two proteins that contribute to a type of inflammation that plays a major role in atopic dermatitis,
asthma, and chronic rhinosinusitis with nasal polyposis.

e |tis not known if DUPIXENT is safe and effective in children with atopic dermatitis or asthma under 6 years of age.

¢ Itis not known if DUPIXENT is safe and effective in children with chronic rhinosinusitis with nasal polyposis under 18 years of
age.

Do not use DUPIXENT if you are allergic to dupilumab or to any of the ingredients in DUPIXENT. See the end of this leaflet for a
complete list of ingredients in DUPIXENT.

Before using DUPIXENT, tell your healthcare provider about all your medical conditions, including if you:

e have eye problems

¢ have a parasitic (helminth) infection

e are scheduled to receive any vaccinations. You should not receive a “live vaccine” if you are treated with DUPIXENT.
e are pregnant or plan to become pregnant. It is not known whether DUPIXENT will harm your unborn baby.

Pregnancy Exposure Registry. There is a pregnancy exposure registry for women who take DUPIXENT during pregnancy.
The purpose of this registry is to collect information about the health of you and your baby. Your healthcare provider can enroll
you in this registry. You may also enroll yourself or get more information about the registry by calling 1-877-311-8972 or going
to https://mothertobaby.org/ongoing-study/dupixent/.

e are breastfeeding or plan to breastfeed. It is not known whether DUPIXENT passes into your breast milk.

Tell your healthcare provider about all of the medicines you take, including prescription and over-the-counter medicines, vitamins,
and herbal supplements.

Especially tell your healthcare provider if you:

e are taking oral, topical, or inhaled corticosteroid medicines

e have asthma and use an asthma medicine

¢ have atopic dermatitis or CRSwWNP, and also have asthma

Do not change or stop your corticosteroid medicine or other asthma medicine without talking to your healthcare provider. This
may cause other symptoms that were controlled by the corticosteroid medicine or other asthma medicine to come back.

How should | use DUPIXENT?

e See the detailed “Instructions for Use” that comes with DUPIXENT for information on how to prepare and inject

DUPIXENT and how to properly store and throw away (dispose of) used DUPIXENT pre-filled syringes and pre-filled

pens.

Use DUPIXENT exactly as prescribed by your healthcare provider.

Your healthcare provider will tell you how much DUPIXENT to inject and how often to inject it.

DUPIXENT comes as a single-dose pre-filled syringe with needle shield or as a pre-filled pen.

DUPIXENT is given as an injection under the skin (subcutaneous injection).

If your healthcare provider decides that you or a caregiver can give the injections of DUPIXENT, you or your caregiver should

receive training on the right way to prepare and inject DUPIXENT. Do not try to inject DUPIXENT until you have been shown

the right way by your healthcare provider. In children 12 years of age and older, it is recommended that DUPIXENT be given
by or under the supervision of an adult. In children younger than 12 years of age, DUPIXENT should be given by a caregiver.

o If your dose schedule is every other week and you miss a dose of DUPIXENT: Give the DUPIXENT injection within 7 days
from the missed dose, then continue with your original schedule. If the missed dose is not given within 7 days, wait until the
next scheduled dose to give your DUPIXENT injection.

o If your dose schedule is every 4 weeks and you miss a dose of DUPIXENT: Give the DUPIXENT injection within 7 days
from the missed dose, then continue with your original schedule. If the missed dose is not given within 7 days, start a new
every 4 week dose schedule from the time you remember to take your DUPIXENT injection.

e If you inject more DUPIXENT than prescribed, call your healthcare provider right away.

e Your healthcare provider may prescribe other medicines to use with DUPIXENT. Use the other prescribed medicines exactly
as your healthcare provider tells you to.

Remyarggt‘}gg?gossible side effects of DUPIXENT?






DUPIXENT can cause serious side effects, including:
¢ Allergic reactions (hypersensitivity), including a severe reaction known as anaphylaxis. Stop using DUPIXENT and tell
your healthcare provider or get emergency help right away if you get any of the following symptoms:

o breathing problems o swelling of the face, mouth, and o fainting, dizziness, feeling

o fever tongue lightheaded (low blood pressure)
o general ill feeling o hives o joint pain

o swollen lymph nodes o itching o skin rash

¢ Eye problems. Tell your healthcare provider if you have any new or worsening eye problems, including eye pain or changes in
vision.

¢ Inflammation of your blood vessels. Rarely, this can happen in people with asthma who receive DUPIXENT. This may
happen in people who also take a steroid medicine by mouth that is being stopped or the dose is being lowered. It is not known
whether this is caused by DUPIXENT. Tell your healthcare provider right away if you have:
o rash o chest pain
o shortness of breath o a feeling of pins and needles or numbness of your arms or legs
o persistent fever

The most common side effects of DUPIXENT include:
e injection site reactions

joint pain (arthralgia)

parasitic (helminth) infections

Tell your healthcare provider if you have any side effect that bothers you or that does not go away.

These are not all of the possible side effects of DUPIXENT.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

e eye and eyelid inflammation, including redness, swelling, and itching
e pain in the throat (oropharyngeal pain)

e cold sores in your mouth or on your lips

¢ high count of a certain white blood cell (eosinophilia)

e trouble sleeping (insomnia)

e toothache

e gastritis

[ ]

[ ]

General information about the safe and effective use of DUPIXENT.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. Do not use DUPIXENT
for a condition for which it was not prescribed. Do not give DUPIXENT to other people, even if they have the same symptoms that
you have. It may harm them. You can ask your pharmacist or healthcare provider for information about DUPIXENT that is written
for health professionals.

What are the ingredients in DUPIXENT?
Active ingredient: dupilumab
Inactive ingredients: L-arginine hydrochloride, L-histidine, polysorbate 80, sodium acetate, sucrose, and water for injection.

REGENERON SANOF| GENZYME g

Manufactured by: Regeneron Pharmaceuticals, Inc., Tarrytown, NY 10591 U.S. License No. 1760

Marketed by: sanofi-aventis U.S. LLC (Bridgewater, NJ 08807) and Regeneron Pharmaceuticals, Inc. (Tarrytown, NY 10591)

DUPIXENT® is a registered trademark of Sanofi Biotechnology / © 2021 Regeneron Pharmaceuticals, Inc. / sanofi-aventis U.S. LLC. All rights reserved.
For more information about DUPIXENT, go to www.DUPIXENT.com or call 1-844-DUPIXENT (1-844-387-4936).

This Patient Information has been approved by the U.S. Food and Drug Administration. Revised: October 2021
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