sanofi

2022 nanuoo

DUPIXENT 300mg solution for injection
DUPIXENT 200mg solution for injection

dupilumab 300mg/2ml (150 mg/ml) :7'wo Wnin
dupilumab 200mg/1.14ml (175 mg/ml) :7'vo Wnin
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Atopic Dermatitis

DUPIXENT is indicated for the treatment of patients aged 6 years and older with moderate-
to-severe atopic dermatitis whose disease is not adequately controlled with topical
prescription therapies or when those therapies are not advisable.

DUPIXENT can be used with or without topical corticosteroids.

Asthma

DUPIXENT is indicated as an add-on maintenance treatment in patients with moderate-to-
severe asthma aged 12 years and older with an eosinophilic phenotype or with oral
corticosteroid dependent asthma.

Limitation of Use

DUPIXENT is not indicated for the relief of acute bronchospasm or status asthmaticus.
:Dupixent 300mg 1'wONN 112y NYIRN NO0I NFINN

Chronic Rhinosinusitis with Nasal Polyposis

DUPIXENT 300mg is indicated as an add-on maintenance treatment in adult patients with

inadequately controlled chronic rhinosinusitis with nasal polyposis (CRSwWNP).
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1. THERAPEUTIC INDICATIONS
DUPIXENT is indicated for the following diseases:

21 Atopic Dermatitis

DUPIXENT is indicated for the treatment of patients aged 6 12 vears and older with moderate-
to-severe atopic dermatitis whose disease is not adequately contrelled with topical prescnption
therapies or when those therapies are not advisable. DUPTXENT can be used with or without
topical corticostercids.
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3. DOSAGE AND ADMINISTRATION

3.1 Important Administration Instructions
DUPIXENT 1s administered by subcutaneouns injection.

DUPINFNT is intended for use under the snidance of a healthcare provider. Provide
proper training to patients and/or caregivers on the preparation and administration of
DUPINENT prior to use according to the “Instructions for Use”.

Use of Pre-filled Syringe

The DUPINENT pre-filled svringe is for use in adult and pediatric patients aged 6 vears
and older,

In pediatric patients 12 to 17 vears of age. administer DUPTNENT under the supervision of
an adult.

In pediatric patients 6 vears to 11 vears of age, administer DUPINENT prefilled svringe
by a caregiver.

Administration Instructions

For atopic dermatitis and asthma patients taking an initial 600 mg dose, administer each of
the two DUPIXENT 300 mg injections at different injection sites.

For atopic dermatins and asthma patients taking an initial 400 mg dose. administer each of
the two DUPIXFNT 200 mg injections at different injection sites.

ﬂlE navel. The upper arm can also be used if a tareg'n ‘er administers the injection.

Rotate the injection site with each injection. DO NOT inject DUPIXFNT into skin that is
tender. damaged. bruised. or scarred.
The DUPIXENT “Instructions for Use” contains more detailed instructions on the

preparation and administration of DUPIXENT.
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3.2 Vaccination Prior to Treatment

Consider completing all age-appropriate vaccinations as recommended bv current immunization

nidelines prior to initiating treatment with DUPTXENT [see Wamings and Precautions (6.9)].

3.3 Recommended Dosage for Atopic Dermatitis

Dosing in Adults

The recommended dosage dose of DUPIXENT for adult patients is an initial dose of 600 mg
(two 300 mg injections), followed by 300 mg given every other week (Q2W).

Daosing in-Adolescents- Dosage in Pediatric Patients 6 Years to 17 Years of Age

—rzesrooestenze el e o DL L oo 1t e

The recommended dosage of DUPTXENT for pediatric patients 6 vears to 17 years of age is
specified in Table 1.

Tahble 1: i e e et R i H : H
Dosage of DUPTXENT in Pediatric Patients 6 Years to 17 Years of Age with

Atopic Dermatitis
Body Weight Initial Daze Suboeguent Deces tever ather el

Initial Loading Dose Subsequent Dosage

5 $o Ja== than 30 k=

30 to less than 60 k

60 kg or more 600 mg (two 300 mg injections) )
300 me every other weak (QIW)
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3.6 Missed dose

If a dose 15 missed, administer the dose as soon as possible. Thereafter, resume dosing at the
regular scheduled time.

Special populations
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6. WARNINGS AND PRECAUTIONS
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6.2 Conjunctivitis and Keratitis
Conjunctivitis and keratitis adverse reactions have been reported in clinical trials.

Conjunctivitis and keratitis occurred more frequently in atopic dermatitis subjects who received
DUPIXENT compared to those who received placebo. Conjunctivitis was the most frequently
reported eve disorder. Most subjects with conjunctivitis _reoovemi Of Were [ecoVering
during the treatment period.

Among_ asthma-subjects, the frequencies of conjunctivitis and keratifis were similar
between DUPTXENT and placebo [see Adverse Reactions (7.1)].

Conjunctivitis and keratitis adverse events have also been reported with DUPIXENT in
postmarketing seftings, predominantly in atopic dermatitis patients. Some patients reported
visual disturbances (e.g.. blurred vision) associated with conjunctivitis or keratitis.

Advise patients fo report new onset or worsening eye symptoms to their healthcare provider.
Consider ophthalmological examination for patients who develop conjunctivitis that does not

resolve following standard treatment or signs and symptoms suggestive of kerafifis, as

appropriate [see Adverse Reactions (7.1)].
HARBHARBHBHHABHHABHHBHHABH AR HH B AR HBH AR HHBH AR HHH

7. ADVERSE REACTIONS
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Pediatric Subjects 6 to 11 Years of Age with Atopic Dermatitis

The safety of DUPTXENT with concomitant TCS was assessed in a trial of 367 pediatric subjects
6 to 11 vears of age with severe atopic demmatitis (AD-1652). The safety profile of DUPIXENT
+ TCS in these subjects through Week 16 was similar to the safetv profile from trials in adulf and
iatric subjects 12 to 17 vears of age with atopic demmatitis. The long-term safety of
DUPDENT = TCS was assessed in an -label extension s of 368 iatric subjects & to
11 wears of age with atopic dermatitis (AD-1434) subjects who entered this study_110
30%) had moderate and 72 (20%) had severe atopic dermatitis at the time of enrollment in AD-
1434 The safetv profile of DUPTXENT = TCS in subjects followed throush Week 52 was
similar to the safetv profile observed through Week 16 in AD1652. The long-term safetv profile

of DUPIXENT = TCS observed in pediatric subjects 6 fo 11 vears of age was consistent with
that seen in adult and pediatnic subjects 12 to 17 vears of age with atopic dermatitis [see Use in

Specific Populations (8 31].
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8. USE IN SPECIFIC POPULATIONS
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8.3 Pediatric Use
Atopic Dermatitis
The safety and effectiveness of DUPTXENT have been established in pediatric patients 6 12
years of age and older with moderate-to-severe atopic dermafitis.

= AT)-1652 which included 367 pediatric subjects 6 to 11 of age with severe atopic

dermatitis treated with DUPTXENT + TCS

[Use[HG/1] is also supported by AD-1434. an open-label extension study that enrolled subjects
who completed Trials AD-1526 and AD-1652 . AD-1434 included 136 adolescents from Trial
AD-1434 and 110 children from Tral AD-1652 with moderate atopic dermatitis at enrollment
into the extension study. Trial AD-1434 included 64 adolescents from Trial AD-1526 and 72
children from AD-1652 with severe atopic dermatitis at enrollment. No new safety si WETES
identified in AD-1434 [see Adverse Reactions (7.11].

e-of DURLENT

DUPIXENT is not indicated safety-and-effectiveness-in pediatric patients (<6 12 years of age)

with atopic dermatitis. have ot beenestablished:
HUEHHHBHHBHHHBH AR HH BB H BB H A BB H BB H BB HH BB H BB HHRH
11.3 Pharmacokinetics

HHARBHHBHBHHBHHBH BB HHBH AR H AR HRBHBHH BB HBHHRHHH

Pediatric Patients
Atopic Dermatitis

For pediatric subjects12 to 17 years of age with atopic dermatitis receiving everv other week
dosing (Q2W) with either 200 mg (<60 kg) or 300 mg (=60 kg), the mean = SD steady-state
trough concentration of dupilumab was 54.5+27 0 meg/ml.

For pediatric subjects 6 to 11 vears of age with atopic dermafitis receiving every other week
dosin with 200 mg (=30 k) or everv four week dosi with 300 me (=30 kg).

mean = SD steady-state frough concentration was 86.0=34 6 meg/ml. and 98.7=33.2 meg/ml.,
respectively.

HHARBHABHBHHBHHBH BB HHBH AR HHBH BB HBHHBHHBHHRHHH
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13. CLINICAL STUDIES
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Pediatric Subjects 6 to 11 Years of Age with Atopic Dermatitis

The efficacv and safetv of DUPIXENT use concomitantlv with TCS in pediatric subjects was
evaluated in a multicenter. randomized. double-blind. placebo-controlled trial (AD-1652;
NCT03345914) in 367 subjects 6 to 11 vears of age, with AD defined by an IGA score of 4
scale of 0 to 47 an FAST score =21 (scale of 0 to 72). and a minimum BSA involvement of
=15%. Eligible subjects enrolled into this trial had previous ina te response o topical

medication Fnrollment was stratified by baseline weight (<30 kg =30 kg).

Subjects in the DUPIXENT Q4W + TCS received an initial dose of 600 me on Dav 1
followed bv 300 me O4W from Week 4 to Week 12, regardless of weight. Subjects in the
DUPTXENT Q2W + TCS group with baseline weight of <30 kg received an initial dose of 200
me on Dav 1. followed by 100 me Q2W from Week 2 to Week 14, and subjects with baseline
weight of =30 ke received an initial dose of 400 mg on Day 1. followed by 200 mg Q2W from
Week 2 to Week 14. Subjects were permitted to receive rescue treatment at the discretion of the
investigator. Subjects who received rescue treatment were considered non-responders.

In AD-1652_the mean age was 8.5 the median weight was 29 8 ke 50% of subjects were
female. 69% were White, 17% were Black and 8% were Asian At baseline. the mean BSA
involvement was 58%. and 17% had received prior systemic non-steroidal immunosuppressants.
Also_at baseline the mean FAST score was 37.9. and the weeklv average of dailv worst ifch score
was 7.8 on a scale of 0-10. Overall. 92% of subjects had at least one co-morbid allergic
condition: 64% had food allerzies. 63% had other allersies. 60% had allereic rhinitis. and 47%
had asthma. The pnmary endpoint was the proportion of subjects with an IGA 0 (clear)or 1
(almost clear) at Week 16. Other evaluated outcomes included the proportion of subjects with
EASI-75 or EASI 20 (improvement of at least 75% or 20% in EAST from baseline. respectively).
and reduction in ifch as measured by the Peak Prunitus NES (=4-point improvement).

Table 3 ents the results by baseline weight strata for the approved dose regimens.

Table 8: Efficacy Results of DUPTSENT with Concomitant TCS in AD-1652 at Week 16
(FAS) in Pediatric Subjects 6 to 11 Years of Age with AT

DUPTXENT Flaceho DUFIXENT Flacehn
300 mg QdWwe +TCS 200 mg Q2We +TCS
+TCS +TCS

{N=61) {N=61) (N=59) (N=62)

=30 kg =30 kg =30 kg =30 kg
1GA D or 1 0% L 3% 3% 10%
EAS]-T5° T5% 8% 5% Io%
EAS]-40" A0 i) 3t 4%
Peak Pruritus NRS (24-point improvement)© 54% 1 2% G1%% 13%

1 Full Analysis Set (FAS) mdudﬁ all subjects randomized.

b Regga:uder was dEﬁnEd asa ject with an IGA 0or 1 {"‘ ‘clear” or a]mus f[

it 15 Dw 1. '-ub1ects recened ﬁﬂ"l:l mgz of I:IU'PD{ENT
fAtDay 1, cts recerved 200 mg (basehne weight <30 kg) or 400 mg (baseline weipht =30 kg) of DUPINENT.
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A greater proportion of subjects randomized to DUPTXENT + TCS achieved an improvement in
the Peak Pruritus NES compared to placebo + TCS {defined as =4-point improvement at Week
16). See Figure 3.

Figure 3: Proportion of Pediatric Subjects 6 to 11 Years of Age with AD with >4-point

Improvement on the Peak Pruritus NES at Weelk 16 in AD-1652a (FAS)?
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considered non-responders.

¥ Full Anahvsis Set (FAS) includes all subjects randomized.
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