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HIGHLIGHTS OF PRESCRIBING INFORMATION

Thesze highlizhiz do not include all the information needed to use
DUPIXENT zafely and effectively. See full prescribing information for
DUPIXENT.

DUPIXENT® (dupilumab) injection, for subcutaneous nse
Initial U.5. Approval: 2017

INDICATIONS AND USAGE

DUPEENT is an interleukin-4 receptor alpha antagonist indicated for the
treatment of adult patients with moderate-to-severe atopic dermatitis whose
disease 15 not adequately controlled with fopical presenpton therapies or
when those therapies are not advisable. DUPTKENT can be used wath or
without topical corticosteroids. (1}

DOSAGE AND ADMINISTRATION
. Admumister by subcutanecus mjecton. (2.1)
. The recommended dose 15 an mitial dose of 600 mg (two 300 mg
injections mn different mjection sites), followed by 300 mg ziven every
other week. (2.1}

DOSAGE FORMS AND STRENGTHS

. Injection: 300 mg? ml solotion m a single-dose pre-filled symnge with

needle shield (3)

CONTRAINDICATIONS

Enown hypersensititvity to DUPIKENT or any of its excipents. (4)

WARNINGS AND FPRECAUTIONS

. Hypersensitivity: If a systemic hypersensitivity reaction occurs,
(3.13

. Conjunctivitiz and Eeratitiz: Patients should report new onset or
worsening eye symptoms to their healtheare provider. (5.2)

. Comorbid Asthma: Advise patients with comorbid asthma not to adjust
or stop their asthma treatment without consultation with their physicians.
(3.3}

ADVERSE REACTIONS
Most common adverse reactions (incidence =1%) are injechion site reactions,
conpunctivitis, blepharitis, oral berpes, keratitis, eye pruntus, other herpes
simplex virns infechion, and dry eye. (6.1}

To report SUSPECTED ADVERSE REACTIONS, contact Regeneron at
1-8355-395-3148 or FDA at 1-300-FDA-1088 or wow.fda.zov/ medwatch.

DRUG INTERACTIONS
Live Faccines: Avoid use of Inve vaccines with DUPIKENT. (7.1)

See 17 for PATIENT COUNSELING INFORMATION and FDA-

approved patient labeling.
Revised: 3/2017
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

DUPIXENT 1s indicated for the treatment of adult patients with moderate-to-severe atopic
dermatitis whose disease 1s not adequately controlled with topical prescription therapies or when
those therapies are not advisable. DUPIXENT can be used with or without topical
corticosteroids.

2 DOSAGE AND ADMINISTRATION

2.1 Dosage
DUPIXENT 1s adminmistered by subcutaneous mjection.

The recommended dose of DUPIXENT for adult patients 1s an imitial dose of 600 mg (two
300 mg mnjections), followed by 300 mg given every other week.

DUPIXENT can be used with or without topical corticosteroids. Topical calcineurin inhibitors
may be used, but should be reserved for problem areas only, such as the face, neck, mtertriginous

and genatal areas.

If a dose 1s missed, instruct the patient to admimster the injection withun 7 days from the missed
dose and then resume the patient's original schedule. If the missed dose 1s not administered
within 7 days, mstruct the patient to wait until the next dose on the origimal schedule.

2.2 Important Administration Instructions

DUPIXENT 1s intended for use under the gmidance of a healthcare provider. A patient may
self-inject DUPIXENT after traiming in subcutaneous injection technique using the pre-filled
syringe. Provide proper traming to patients and/or caregivers on the preparation and
admimistration of DUPIXENT prior to use according to the “Instructions for Use™.

For the imtial 600 mg dose, admimister each of the two DUPTXENT 300 mg injections at
different injection sites.

Admimister subcutaneous injection into the thigh or abdomen, except for the 2 inches (5 cm)
around the navel. The upper arm can also be used if a caregiver adoumsters the mjection.

Rotate the injection site with each injection. DO NOT mject DUPIXENT into skin that 1s tender,
damaged, bruised, or scarred.

The DUPIXENT “Instructions for Use” contains more detailed instructions on the preparation
and admimistration of DUPIXENT [see Instructions for Use].

2.3 Preparation for Use of DUPIXENT Pre-filled Syringe With Needle
Shield

Before mjection, remove DUPIXENT pre-filled syringe from the refrigerator and allow
DUPIXENT to reach room temperature (45 nunutes) without removing the needle cap.
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Inspect DUPIXENT wvisually for particulate matter and discoloration prior to adoumstration.
DUPIXENT 1s a clear to slightly opalescent, colorless to pale yellow solution. Do not use if the
liqud contains visible particulate matter, 1s discolored or cloudy (other than clear to slightly
opalescent, colorless to pale yellow). DUPIXENT does not contain preservatives; therefore,

discard any unused product remaiming in the pre-filled syringe.
3 DOSAGE FORMS AND STRENGTHS

DUPIXENT 1s a clear to shightly opalescent, colorless to pale yellow solution available as:
e Injection: 300 mg/2 mL in a single-dose pre-filled synnge with needle shield

4 CONTRAINDICATIONS

DUPIXENT 1s contraindicated m patients who have known hypersensitivity to dupilumab or any
of its excipients [see Warnings and Precautions (5.1)].

S WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity

Hypersensitivity reactions, including generalized urticania and serum sickness or serum sickness-
like reactions, were reported in less than 1% of subjects who recetved DUPIXENT in climical
trials. Two subjects experienced serum sickness or serum sickness-like reactions that were
associated with lgh titers of antibodies to dupilumab [see Adverse Reactions (6.2)]. If a
chinically significant hypersensitivity reaction occurs, mstitute appropriate therapy and
discontinue DUPIXENT [see Adverse Reactions (6.1, 6.2)] .

5.2 Conjunctivitis and Keratitis

Conjunctivitis and keratitis occurred more frequently in subjects who received DUPIXENT.
Conjunctivitis was the most frequently reported eye disorder. Most subjects with conjunctivitis
recovered or were recovering during the treatment peniod [see Adverse Reactions (6.1)] .
Keratitis was reported i <1% of the DUPIXENT group (1 per 100 subject-years) and i 0% of
the placebo group (0 per 100 subject-years) in the 16-week monotherapy trials. In the 52-week
DUPIXENT + topical corticosteroids (TCS) trial, keratitis was reported in 4% of the
DUPIXENT + TCS group (12 per 100 subject-years) and in 0% of the placebo + TCS group (0
per 100 subject-years). Most subjects with keratitis recovered or were recovering duning the
treatment period [see Adverse Reactions (6.1)].

Advwise patients to report new onset or worsemng eye symptoms to their healthcare provider.

5.3 Comorbid Asthma

Safety and efficacy of DUPIXENT have not been established in the treatment of asthma Advise
patients with comorbid asthma not to adjust or stop their asthma treatments without consultation
with their physicians.
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5.4 Parasitic (Helminth) Infections

Patients with known helminth infections were excluded from participation in clinical studies. It
1s unknown 1if DUPIXENT will influence the immune response against helminth infections.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in greater detail elsewhere in the labeling:
= Hypersensitivity [see Warnings and Precautions (5.1)]
*  Conjunctivitis and Keratitis [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 chnical tnials 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.

Three randomized, double-blind, placebo-controlled, multicenter trials (Trials 1, 2, and 3) and
one dose-ranging trial (Trial 4) evaluated the safety of DUPIXENT 1in subjects with
moderate-to-severe atopic dermatitis. The safety population had a mean age of 38 years; 41% of
subjects were female, 67% were white, 24% were Asian, and 6% were black; in terms of
comorbid conditions, 48% of the subjects had asthma, 49% had allergic rhunitis, 37% had food
allergy, and 27% had allergic conjunctivitis. In these 4 tnials, 1472 subjects were treated with
subcutaneous mjections of DUPIXENT, with or without concomitant topical corticosteroids
(TCS).

A total of 739 subjects were treated with DUPTXENT for at least 1 year in the development
program for moderate-to-severe atopic dermatitis.

Tnals 1, 2, and 4 compared the safety of DUPIXENT monotherapy to placebo through Week 16.
Tral 3 compared the safety of DUPDXENT + TCS to placebo + TCS through Week 52.
Weeks 0 to 16 (Trials 1 to 4):

In DUPIXENT monotherapy trials (Tnals 1, 2, and 4) through Week 16, the proportion of
subjects who discontinued treatment because of adverse events was 1.9% in both the
DUPIXENT 300 mg Q2W and placebo groups.

Table 1 summarizes the adverse reactions that occurred at a rate of at least 1% in the
DUPIXENT 300 mg Q2W monotherapy groups, and in the DUPIXENT + TCS group, all at a
higher rate than n their respective comparator groups during the first 16 weeks of treatment.

Table 1: Adverse Reactions Occurring in 1% of the DUPIXENT Monotherapy
Group or the DUPIXENT + TCS Group in the Atopic Dermatitis Trials
through Week 16

DUPIXENT Monotherapy®* DUPIXENT + TCS?
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_ . DUPIXENT Placebo DUPIXENT Placebo + TCS
Adverse Reaction 300 mg Qz“,rl: 300 mg 02“.1' +TCS
N=529 N=517 N=110 N=315
n (%) n (%) n (%) n (%)
Injection site 51 (109 28 (5) 11 {10y 18 (6)
reactions
Conjunctivitis? 51 (109 12 (2) 10 (%) 15(5)
Blephantis 2(=1) 1(=1) 5(5) 2(1)
Oral herpes 20 (4 8(2) 3(3) 5(2)
Keratitis®* 1(<1) 0 4(4) 0
Eye prunitus 3(1) 1(=1) 2(2) 2(1)
Other herpes simplex 10 (2) 6(1) 1(1) 1(=1)
virus infection
Dry eye 1(<1) 0 2(2) 1(=1)
* pooled analysis of Trials 1, 2, and 4
® analysis of Trial 3 where subjects were on background TCS therapy
¢ DUPIXENT 600 mg at Week 0, followed by 300 mg every two weeks
d

Conjunctivifis cluster includes conjunctivitis, allergic conjunctivitis, bacterial conjunctivitis, viral conjunctivitis,

giant papillary conjunctivifis, eye irritation, and eye inflammation

# Keratitis cluster includes keratitis, ulcerative keratitis, allergic keratitis, atopic keratoconjunctivifis, and
ophthalmic herpes simplex

f Other herpes simplex virus infection cluster includes herpes simplex, genital herpes, herpes simplex otifis externa,

and herpes virus infection, but excludes eczema herpeticum.

Safety through Week 52 (Tnal 3):

In the DUPIXENT with concomitant TCS trial (Trial 3) through Week 52, the proportion of
subjects who discontinued treatment because of adverse events was 1.8% i DUPIXENT 300 mg
Q2W + TCS group and 7.6% in the placebo + TCS group. Two subjects discontinued
DUPIXENT because of adverse reactions: atopic dermatitis (1 subject) and exfoliative dermatitis
(1 subject).

The safety profile of DUPIXENT + TCS through Week 52 was generally consistent with the
safety profile observed at Week 16.

Specific Adverse Reactions
Conjunctivitis

During the 52-week treatment period of concomitant therapy trial (Trial 3), conjunctivitis was
reported in 16% of the DUPIXENT 300 mg Q2W + TCS group (20 per 100 subject-years) and in
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9% of the placebo + TCS group (10 per 100 subject-years) [see Warnings and Precautions
(3.2)].

Eczema Herpeticum and Herpes Zoster
The rate of eczema herpeticum was similar in the placebo and DUPIXENT groups.

Herpes zoster was reported 1n <0.1% of the DUPIXENT groups (<1 per 100 subject-years) and
n <1% of the placebo group (1 per 100 subject-years) in the 16-week monotherapy trials. In the
52-week DUPIXENT + TCS tnal, herpes zoster was reported in 1% of the DUPIXENT + TCS
group (1 per 100 subject-years) and 2% of the placebo + TCS group (2 per 100 subject-years).

Hypersensitivity Reactions
Hypersensitivity reactions were reported in <1% of DUPIXENT-freated subjects. These

included serum sickness reaction, serum sickness-like reaction, and generalized urticana [see
Contraindications (4), Warnings and Precautions (5.1), and Adverse Reactions (6.2)].

Eosinophils

DUPIXENT-treated subjects had a greater mean imtial increase from baseline 1 eosmophil
count compared to subjects treated with placebo in the monotherapy tnals. Eosinophil counts
declined to near baseline levels by Week 16. The mmtial mcrease i eosmophils was not observed
1n the 52-week DUPIXENT + TCS tnal.

In Tnals 1, 2, and 3, the incidence of treatment-emergent eosinophilia (=500 cells/mecL) was
similar in DUPIXENT and placebo groups. In Trals 1, 2, and 3, freatment-emergent
eosinophilia (=5,000 cells/mcL) was reported in <1% of DUPIXENT-treated patients and none
in placebo-treated patients. In most cases, eosmophil counts declined to near baseline during
study treatment.

6.2 Immunogenicity

As with all therapeutic proteins, there 1s a potential for immunogemicity. The detection of
antibody formation 1s highly dependent on the sensitivity and specificity of the assay.
Additionally, the observed mcidence of antibody (mncluding 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 dupilumab in the studies described below
with the incidence of antibodies in other studies or to other products may be misleading.

Approximately 7% of subjects with atopic dermatitis who recerved DUPTXENT 300 mg Q2W
for 16 weeks developed antibodies to dupilumab. Of the subjects who developed antibodies to
dupilumab, approximately 30% (2% of all subjects recerving DUPIXENT) had antibodies that
were classified as neutralizing

Of the subjects with atopic dermatitis who recerved DUPIXENT 300 mg Q2W + TCS for

52 weeks, approximately 7% developed antibodies to dupilumab and approximately 2% had
persistent antibody responses, defined as having at least 2 consecutive positive post-baseline
samples. Of the subjects who developed antibodies to dupilumab, approximately 14% (1% of all
subjects recerving DUPIXENT + TCS) had antibodies that were classified as neutralizing.
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In subjects who recerved DUPIXENT, development of antibodies to dupilumab was associated
with lower serum dupilumab concentrations [see Clinical Pharmacology (12.3)].

Antibodies to dupilumab were detected in approximately 2% and 8% of subjects with atopic
dermatitis in the placebo or the placebo + TCS groups, respectively.

The antibody titers detected mn both DUPTXENT and placebo subjects were generally low. Two
subjects developed serum sickness or serum sickness-like reactions and high titers of antibodies
to dupilumab during DUPIXENT therapy [see Warnings and Precautions (5.1)].

7 DRUG INTERACTIONS

7.1 Live Vaccines
Avoid use of live vaccines i patients treated with DUPIXENT.

7.2 Non-Live Vaccines

Immune responses to vaccination were assessed 1n a study in which subjects with atopic
dermatitis were treated once weekly for 16 weeks with 300 mg of dupilumab (twice the
recommended dosing frequency). After 12 weeks of DUPIXENT admimistration, subjects were
vaccinated with a Tdap vaccine (Adacel®) and a meningococcal polysaccharide vaccine
(Menomune®). Antibody responses to tetanus toxoid and serogroup C meningococcal
polysaccharide were assessed 4 weeks later. Antibody responses to both tetanus vaceme and
memngococcal polysacchande vaccine were similar in dupilumab-treated and placebo-treated
subjects. Immune responses to the other active components of the Adacel and Menomune
vaccines were not assessed.

7.3 Interactions with CYP450 Substrates

The formation of CYP450 enzymes can be altered by increased levels of certain cytokines (e.g,
IL-1, 114 I1-6, IL-10, IL.-13, TNFa, and IFN) during chromic inflammation. Thus,
DUPIXENT, an antagonist of IL-4 receptor alpha, could modulate the formation of CYP450
enzymes.

Therefore, upon mitiation or discontinuation of DUPIXENT in patients who are recerving
conconutant drugs which are CYP450 substrates, particularly those with a narrow therapeutic
index, consider monitoring for effect (e g, for warfarin) or drug concentration (e.g., for
cyclosporine) and consider dosage modification of the CYP450 substrate.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

There are no available data on DUPIXENT use in pregnant women to inform any drug
associated risk. Human IgG antibodies are known to cross the placental barrier; therefore,
DUPIXENT may be transmitted from the mother to the developing fetus. In an enhanced pre-
and post-natal developmental study, no adverse developmental effects were observed in
offspring born to pregnant monkeys after subcutaneous adninistration of a homologous antibody
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against interleukin-4-receptor alpha (IL-4Ra) during organogenesis through partunition at doses
up to 10-times the maxmmum recommended human dose (MRHD) [see Data/. The estimated
background risk of major birth defects and miscarnage for the indicated population 1s unknown.
All pregnancies have a background risk of birth defect, loss or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth defects and miscarnage in
clinically recogmzed pregnancies 1s 2% to 4% and 15% to 20%, respectively.

Data
Animal Data

In an enhanced pre- and post-natal development toxicity study, pregnant cynomolgus monkeys
were adnunistered weekly subcutaneous doses of homologous antibody against IT-4Ra up to 10
times the MRHD (on a mg/kg basis of 100 mg/kg/week) from the beginning of organogenesis to
parturition. No treatment-related adverse effects on embryofetal toxicity or malformations, or on
morphological, functional, or immunological development were observed in the infants from
birth through 6 months of age.

8.2 Lactation

Risk Summary

There are no data on the presence of dupilumab m human nulk, the effects on the breastfed
infant, or the effects on milk production. Human IgG 1s known to be present in human nulk
The effects of local gastrointestinal and himited systemic exposure to dupilumab on the breastfed
infant are unknown. The developmental and health benefits of breastfeeding should be

considered along with the mother’s climical need for DUPIXENT and any potential adverse
effects on the breastfed child from DUPIXENT or from the underlying maternal condition.

8.4 Pediatric Use
Safety and efficacy in pediatric patients (<18 years of age) have not been established.

8.5 Geriatric Use

Of the 1472 subjects with atopic dermatitis exposed to DUPIXENT in a dose-ranging study and
placebo-controlled trials, 67 subjects were 65 years or older. Although no differences in safety
or efficacy were observed between older and younger subjects, the number of subjects aged 65
and over 1s not sufficient to determune whether they respond differently from younger subjects
[see Clinical Pharmacology (12.3)].

10 OVERDOSE

There 15 no specific treatment for DUPIXENT overdose. In the event of overdosage, monitor the
patient for any signs or symptoms of adverse reactions and institute appropnate symptomatic
treatment immediately.
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11 DESCRIPTION

Dupilumab, an interleukin-4 receptor alpha antagomist, 1s a human monoclonal antibody of the
IgG4 subclass that binds to the IL-4Ra subumt and inhibits IT-4 and IT-13 signaling.
Dupilumab has an approximate molecular weight of 147 kDa.

Dupilumab 1s produced by recombinant DNA technology in Chinese Hamster Ovary cell
suspension culture.

DUPIXENT (dupilumab) Injection 1s supplied as a sterile, preservative-free, clear to slightly
opalescent, colorless to pale yellow solution for subcutaneous injection. DUPIXENT is provided
as a single-dose pre-filled syringe with needle shield in a 2 25 mL silicomzed Type-1 clear glass
syringe. The needle cap 1s not made with natural rubber latex. Each pre-filled syninge delivers
300 mg dupilumab 1n 2 mI. which also contains L-argimine hydrochlornide (10.5 mg), L-histidine
(6.2 mg), polysorbate 80 (4 mg), sodium acetate (2 mg), sucrose (100 mg), and water for
mjection, pH 5.9.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Dupilumab 1s a human monoclonal IgG4 antibody that inhibits mterleukin-4 (IL-4) and
mterleukin-13 (IL-13) signaling by specifically binding to the IT-4Ra subumit shared by the IL-4
and IT-13 receptor complexes. Dupilumab mnhibits IT-4 signaling via the Type I receptor and
both IT-4 and IT-13 signaling through the Type II receptor.

Blocking IT-4Ra with dupilumab inhibits IT-4 and IT-13 cytokine-induced responses, including
the release of proinflammatory cytokines, chemokines and IgE.

12.2 Pharmacodynamics

Consistent with receptor blockade, serum levels of I1-4 and IT-13 were increased following
dupilumab treatment. The relationship between the pharmacodynamic activity and the
mechanism(s) by which dupilumab exerts its climical effects 1s unknown.

12.3 Pharmacokinetics

Absorption
Following an mitfial subcutaneous (SC) dose of 600 mg, dupilumab reached peak mean +SD
concentrations (Cmax) of 70.1+24.1 meg/mL by approximately 1 week post dose.

Steady-state concentrations were achieved by Week 16 following the administration of 600 mg
starting dose and 300 mg dose either weekly (twice the recommended dosing frequency) or every
other week. Across clinical trials, the mean +SD steady-state trough concentrations ranged from
73.3+40.0 meg/mL to 79.9+41 4 meg/mL for 300 mg admimistered every 2 weeks and from
173£75.9 meg/mL to 193+77.0 meg/mL for 300 mg admimstered weekly.

The bioavailability of dupilumab following a SC dose 15 estimated to be 64%.
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Distribution

The estimated total volume of distribution was approximately 4.8+1.3 L.

Elimination

The metabolic pathway of dupilumab has not been characterized. As a human monoclonal IgG4
antibody, dupilumab 1s expected to be degraded into small peptides and amino acids via
catabolic pathways in the same manner as endogenous IgG. After the last steady-state dose of

300 mg Q2W or 300 mg QW dupilumab, the median times to non-detectable concentration
(<78 ng/mL) are 10 and 13 weeks, respectively.

Dose Lineanty
Dupilumab exhibited nonlinear target-mediated pharmacokinetics with exposures increasing in a
greater than dose-proportional manner. The systemic exposure increased by 30-fold when the

dose increased 8-fold following a single dose of dupilumab from 75 mg to 600 mg (1.e., 0.25-
times to 2-times the recommended dose).

Wer

Dupilumab trough concentrations were lower in subjects with higher body weight.
Immunogemcity

Development of antibodies to dupilumab was associated with lower serum dupilumab

concentrations. A few subjects who had high antibody titers also had no detectable serum
dupilumab concentrations.

Specific Populations
Geriatric Patients

In subjects who are 65 years and older, the mean +SD steady-state trough concentrations of
dupilumab were 69.4+31 4 mcg/mL and 16662 3 meg/mL., respectively, for 300 mg
admimistered every 2 weeks and weekly. No dose adjustment in this population 1s recommended.

Renal or Hepatic Impairment

No formal trial of the effect of hepatic or renal impairment on the pharmacokinetics of
dupilumab was conducted.

Drug Interaction Studies
Drug mteraction studies have not been conducted with DUPIXENT.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Amnimal studies have not been conducted to evaluate the carcinogenic or mutagenic potential of
dupilumab.

No effects on fertility parameters such as reproductive organs, menstrual cycle length, or sperm
analysis were observed in sexually mature mice that were subcutaneously administered a
homologous antibody against IL-4Ra at doses up to 200 mg/kg/week.
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14 CLINICAL STUDIES

Three randomized, double-blind, placebo-controlled trials (Tnals 1, 2, and 3) enrolled a total of
2119 subjects 18 years of age and older with moderate-to-severe atopic dermatitis (AD) not
adequately controlled by topical medication(s). Disease sevenity was defined by an
Investigator’s Global Assessment (IGA) score =3 i the overall assessment of AD lesions on a
severity scale of 0 to 4, an Eczema Area and Severity Index (EASI) score =16 on a scale of 0 to
72, and a mimmum body surface area mvolvement of =10%. At baseline, 59% of subjects were
male, 67% were white, 52% of subjects had a baseline IGA score of 3 (moderate AD), and 48%
of subjects had a baseline IGA of 4 (severe AD). The baseline mean EASI score was 33 and the
baseline weekly averaged peak pruritus Numeric Rating Scale (NRS) was 7 on a scale of 0-10.

In all three trials, subjects in the DUPIXENT group received subcutaneous injections of
DUPIXENT 600 mg at Week 0, followed by 300 mg every other week (Q2W). In the
monotherapy trials (Tnals 1 and 2), subjects received DUPIXENT or placebo for 16 weeks.

In the concomutant therapy trial (Trial 3), subjects recerved DUPIXENT or placebo with
conconutant topical corticosteroids (TCS) and as needed topical calcineurin inhibitors for
problem areas only, such as the face, neck, intertriginous and genital areas for 52 weeks.

All three trials assessed the primary endpoint, the change from baseline to Week 16 i the
proportion of subjects with an IGA 0 (clear) or 1 (almost clear) and at least a 2-point
mmprovement. Other endpoints included the proportion of subjects with EASI-75 (improvement
of at least 75% in EASI score from baseline), and reduction in 1tch as defined by at least a
4-pomt improvement in the peak pruritus NRS from baseline to Week 16.

Chinical Response at Week 16 (Trials 1. 2. and 3)

The results of the DUPIXENT monotherapy trials (Trials 1 and 2) and the DUPIXENT wath
concomitant TCS trial (Trial 3) are presented i Table 2.

Table 2: Efficacy Results of DUPIXENT With or Without Concomitant TCS at Week
16 (FAS)
Trial 1 Trial 2 Trial 3
DUPIXENT | Placebo | DUPIXENT | Placebo | DUPIXENT | Placebo
300 mg Q2W 300 mg QIW 300 mg Q2w | +TCS
+TCS
Number of subjects
randomized (FAS)® 224 224 233 236 106 315
IGA 0 or 1b« 38% 10% 36% 0% 39% 12%
EASI-T5¢ 51% 15% 44% 12% 69% 23%
EASI-90F 36% 8% 30% 7% 40% 11%
Number of subjects with
baseline Peak Pruritus 213 212 225 221 102 299
NRS score =4
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Trial 1 Trial 2 Trial 3
DUPIXENT | Placebo | DUPIXENT | Placebo | DUPIXENT | Placebo
300 mg Q2W 300 mg Q2W 300mg Q2w | +TCS
+TCS
Number “f;“&’ﬁ)‘f 224 224 233 236 106 315
Peak Prurifus NRS
(>4-point improvement)© 41% 12% 36% 10% 50% 20%

* Full Analysis Set (FAS) includes all subjects randomized.

® Responder was defined as a subject with IGA 0 or 1 (“clear” or “almost clear”) with a reduction of =2 points on a
0-4 IGA scale.

¢ Subjects who received rescue treatment or with missing data were considered as non-responders.

Figure 1: Proportion of Subjects with >4-point Improvement on the Pruritus NRS in
Trial 1* and Trial 2* Studies (FAS)?

Trial 1 Trial 2
100 ¢ = —— 100 ¢ — - —
L= DUFIXENT 300 mg Q2W (N=213) .. ||=== DUPIXENT 300 mg Q2w (N=225)
| -#- Flacebo (N=212) Ul cms Placebs (M=221)

40.8%
36.0%

Proportion of Subjects (%)
wn
o

Proportion of Subjects (%)

Weeks Weaks

? In the primary analyses of the efficacy endpoints, subjects who received rescue freatment or with missing data
were considered non-responders.
® Full Analysis Set (FAS) includes all subjects randomized.

In Tnal 3, of the 421 subjects, 353 had been on study for 52 weeks at the time of data analysis.
Of these 353 subjects, responders at Week 52 represent a mixture of subjects who maintained
their efficacy from Week 16 (e.g., 53% of DUPIXENT IGA 0 or 1 responders at Week 16
remained responders at Week 52) and subjects who were non-responders at Week 16 who later
responded to treatment (e_g_, 24% of DUPIXENT IGA 0 or 1 non-responders at Week 16 became
responders at Week 52). Results of supportive analyses of the 353 subjects in the DUPIXENT
with concomutant TCS trial (Trial 3) are presented in Table 3.
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Table 3: Efficacy Results (IGA 0 or 1) of DUPIXENT with Concomitant TCS at Week

16 and 52
DUPIXENT Placebo + TCS
300 mg Q2W + TCS

Number of Subjects® 89 264
Responder™© at Week 16 and 52 22% 7%
Responder at Week 16 but Non- 20% 7%
responder at Week 52
Non-responder at Week 16 and 13% 6%
Responder at Week 52
Non-responder at Week 16 and 52 44% 80%
Overall Responder®© Rate at Week 52 36% 13%
* In Tnial 3, of the 421 randomized and treated subjects, 68 subjects (16%) had not been on study for 52 weeks at the

time of data analysis.

b Responder was defined as a subject with IGA 0 or 1 (“clear” or “almost clear™) with a reduction of =2 points on a
0-4 IGA scale.
¢ Subjects who received rescue treatment or with missing data were considered as non-responders.

Treatment effects in subgroups (weight, age, gender, race, and prior treatment, including
immunosuppressants) m Trals 1, 2, and 3 were generally consistent with the results in the
overall study population.

In Tnals 1, 2, and 3, a third randonuized treatment arm of DUPD{ENT 300 mg QW did not
demonstrate additional treatment benefit over DUPIXENT 300 mg Q2W.
16 HOW SUPPLIED/STORAGE AND HANDLING

16.1 How Supplied

DUPIXENT (dupilumab) Injection 1s a clear to slightly opalescent, colorless to pale yellow
solution, supplied in single-dose pre-filled syringes with needle shield. Each pre-filled syringe
with needle shield 15 designed to deliver 300 mg of DUPIXENT in 2 mL solution.

DUPIXENT 1s available in cartons contaiming 2 pre-filled synnges with needle shield.

Pack Size 300 mg/2 ml. Pre-filled Syringe with Needle Shield

Pack of 2 syringes NDC 0024-5914-01

16.2 Storage and Handling
DUPIXENT 1s stenile and preservative-free. Discard any unused portion.
Store refrigerated at 36°F to 46°F (2°C to 8°C) in the oniginal carton to protect from light.

If necessary, pre-filled syringes may be kept at room temperature up to 77°F (25°C) for a
maxmmum of 14 days. Do not store above 77°F (25°C). After removal from the refrigerator,
DUPIXENT must be used within 14 days or discarded.

Do not expose the syringe to heat or direct sunlight.
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Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
Do NOT freeze. Do NOT expose to heat. Do NOT shake.

17 PATIENT COUNSELING INFORMATION

Adwise the patients and/or caregivers to read the FDA-approved patient labeling (Patient
Information and Instructions for Use) before the patient starts using DUPIXENT and each time
the prescription 1s renewed as there may be new information they need to know.

Admimistration Instructions

Provide proper tramning to patients and/or caregivers on proper subcutaneous mjection technique,
mcluding aseptic techmque, and the preparation and admimistration of DUPIXENT prior to use.
Advwise patients to follow sharps disposal recommendations [see Instructions for Use].

H itivi
Advwise patients to discontinue DUPIXENT and to seek immediate medical attention 1f they

experience any symptoms of systemic hypersensitivity reactions [see Warnings and Precautions
(3.1)].

Conjunctivitis and Keratitis

Advwise patients to consult their healthcare provider if new onset or worsening eye symptoms
develop [see Warnings and Precautions (5.2)].
Comorbid Asthma

Advwise patients with comorbid asthma not to adjust or stop their asthma treatment without
tallung to their physicians [see Warnings and Precautions (5.3)].

REGENERON SANOFI GENZYME +
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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
© 2017 Regeneron Pharmaceuticals, Inc. / sanofi-aventis U.S. LLC. All rights reserved.
Issue Date: March 2017

Imitial U.S. Approval: 2017
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QW K 300 mg Q2W OF% 5-%52 1T B 72Dl T v & MMl Sz 4 T ORE 1T, 354 B (2H)[E] £ 600 mg
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IHNODOREROT T B RO BT, L0 RFIER 22T 2380 > 7oy R OfE R
b, BFEEEDT — 2 28D HATHLT a A~ T IX 7 IR % LR A MEMICE B R A%
~LTz,

o5 3 AR ER AR (R668-AD-1334 M (N R668-AD-1416 7kER) i ONZE 3 FEOFFRIERER
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TA D 2 R EOJEU R LT B OFIE 1T 300 mg QWHIMNH AT 1 A R3E (TCS) #£ T 300 mg
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L7=MR-> T, T = E/~7 300mg Q2W XiZ 300 mg QW DZEMET 10 7 7 A id, HEIEMN S B
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[ EARAL]
HAADZIN U Tz 22 72 [E] B [F] 5 o0 B R AR BR AR L S B D & BE L7z,

(1) EXLZEIERA

EEBBUE GEERH) - MEEF, FFRINE EREEA OFV, R, Em, R,
WIRLED B B DI D FTREMED 8 2 O T, AFIRGRFITIIBIE 2 02TV BE R H DTk
WIFEBICEGEZRIE L, WU LEZIT 2 L,

[R% TEAR L]
MOAEYRA T a v 79T F 7 4 TF > — L W\ o - HBERBBUEDRBLN L Hiv, AFICBNT
HLEND DELENEETLAEMENH D ENHRE LT,

2) ZDithnEIER

KD L5 IRBIERDTRD BTG AL, REE - Pk e R LB 21T O &
5%LL L 5% At BRI
JEYUIE S KON AR U FREE | TR P A
R, AE~LRA B
N NS
HRFRE T LR PRSI
IRIE 2, AR D BEE,
HIR iz f
it KO > REEE I B ERHE JIE
HEA BT CESFEAL SRS A DAL ALEE
PR bR B
Z DAt FER A | M7 AR
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1.8 ZIAXE (F)
SAR231893 - Ta EI~Y T (EIzFHEEZ)

[ AE AR L]
HARNDZIN U 7o 2 73 ] B e [R5 oD B PR BR A J OF CCST OREHL & I A RE L7,

3 mmE~NDRS

rlin A TS A EERE (e pRES) METF LTS T, HERICKRETLHZ L,

[RR E AR L]
ERE CIXARMEREME T LTS Z ERE L, BWERAREE LT WEMICH D Z Enn, —fik
MEESEHEE L TRE L,

4 EhE. EiR. RIBF~AORES

() I SUTIENR L T D AREED & B bhici, 168 Lot amtt 2 ERl s &k S h
LA OREEETH L, [MHRP OB GICHET 2 22T L Ty, AFIILE b
IgG4 €/ 7 a—F AHIKTH Y, tthi%%%W%Lﬂ?é ERIMBNTWD, iz,
AEEOY NVAHRIGUR E AR =7 A YU~ E LcGE, EczEE L RIRICBITT5 2
s 6&;1&4 éj/bfb\é ]

Q) AT OLMEICHKEGT D Z Lakt), RS2 FTHREGTLHAICIIRALETILSED 2 L,
[(AFIDOE I ~OBATIIAR TH D705, tbgGi%ﬁ*CV TTHZENMBA T
%, ]

[ AE AR L]
(D&TQ)  AFIOIERAR BRI S O CCSI ORI £ 2 BE LT,

) INBREADEZRE

VLRI D A R OV B PEIFRESL L Ty, [RERRBR DS 22wy, ]

NG

[F% EARHL)
A E D AR BRI B W CNRIZRH T 2 RBRITE L N TN 2 v s CCSI OEH S B £
ZARE LT,
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1.8 ZIAXE (F)
SAR231893 - Ta EI~Y T (EIzFHEEZ)

6

BERS

ERAGBRIZ IV T, HEIFAIRN G- C 12mg/kg £ THRE SN EERAHFEFELITERO HT
I/\foﬁb\o

O &

B ERG SNEAITIE, BEICHONDEBEEREZBIZE L, #0N IS Y) R ERIE 21T
e

o

[ EARL]

A I O B AR BRI 35 1 2 1 8B M OY CCST DRt 2 [ & 2 5% E L 7=,

7 BREOEE
(1) B G-
B TZoRrE54T52 L,
(2) B 511
1) B&E5ANZ 45 A BT TERIRICE LT 2 L,
2) WIRNEELIZY . BOLZY ., R FRHLNICGE RO Y IR A LT
BIIIAANIER L2 &,
Q%f%ﬁifﬁﬂwﬁﬁﬁmékyf%%é&w:ko#«yf%%bt%ﬁ%ﬂ&ﬁﬁ
(3) & G-IF
1) B PRSNGSR, KRB SOL EREERICAT O 2 & EE~RET2581%. ~F DAY 5em
EHLCHERGTLZ L, R—E SR LERTL2Z L3I o2 L,
2) IEH 72 B Sl OO ZIER+ 5 2 &0 REMABURAENL, BRI, FTHEE O H 250,
7 b R ER OFRNRIE Z £ O FAICIZES LanZ &y,
3) L DFEA LIRA L2 &,
@ AANF 1 EEHORFTHY . FEH LRV &,
[R% EARHL]

(H~(4) [EWNTBEAGE DR T G- RA|OF#H &% O CCSI DR A B £ 2 3% E LT,

Property of the Sanofi group - strictly confidential Page 6




1.8 ZIAXE (F)
SAR231893 - T2 EILY T GEGFHEEZ)

8 ZFOHMDEE

16 [H BUREEVERBR I Z 3\ T 777 B AR TIIAY 2%, AFIF 53 THI 5%12 . HraEm ik (ADA)
Bt BORANER D B AL, FRIHUAN RO HNT=DIT T T B REETIL 0.5%., AFIRGHETIE 1.7%T
Hote, S2BEMEGRBRICBNT, 77 EAREETIHN 3%, AFIEGHETR 2%I2, 12 #H 28
2 CTHHET 5 ADA BGHERIGDERD B, HRTUEANE O bNT-DIX 7 7 BAREETIL0.7%, K
FIFEHEETIX 02% TH 7=, mPLRAn (10,000 8) O ADA OFELF] (GEEBEE « A EM
D 0.1%A0H) TiE, AFIOIEYEHE K O ZIE~D BN R Iz, AT, mPLRimo
ADA (2B U 7= 1399 M ONITE IR AR BUG 3 788 BTz,

[ AE AR L]
16 B8] 7" 7 2 A8 BB TE 2 5Bk e O 52 8 [H 777 & AR GEUER T4 b V72 R L OY CCST DL
WA E RARBRE LT,
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1.9 —RMEMICRINE

SAR231893 - T2 EIY T GEGFHEEZ)

1

JAN

20164 7 A 14 AAFERASKESE 0714 52 Sl L v@mshni,

JAN:

A Rk

(HAA)

(=

(HAA)

%)

%)

Ta w7 (BB Z)

Dupilumab (Genetical Recombination)

Tabt=7E, b b F—n A, X AZRRD oY T =y BT
* D@z e N IgG4E /) Ju—FAHRTH Y, HEH233 %
HOT X BIRIEN Pro lICEBREINTWD., T2t~ T7E, Ty 4=
—ANLAZ —HIRIC LV EASND. T at =TI, 452 0
T BBIREN G D HEE (y480) 2 KRR O 21907 I/ BRI D
% L8 () 2A TR SN DY 7 (G35 : K9 152,000)
Tho.

Dupilumab is a recombinant human IgG4 monoclonal antibody against human
interleukin-4 receptor a subunit, in which amino acid residues at position 233 in
the H-chains are substituted by Pro. Dupilumab is produced in Chinese hamster
ovary cells. Dupilumb is a glycoprotein (molecular weight: ca. 152,000)
composed of 2 H-chains (y4-chains) consisting of 452 amino acid residues each

and 2 L-chains (k-chains) consisting of 219 amino acid residues each.
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1.9 —fRMBFRICHR A E
SAR231893 - Ta EI~Y T (EIizFHEZ)

TR EREAI R N AL T 4 RS

L$H

|

H 84 N302 : BEeHEAS  H
L& C219-H & C139, HEH

DIVMTQSPLS

LLIYLGSNRA

YTFGQGTKLE

VOWKVDNALQ

VTHQGLSSPV

EVQLVESGGG

ISGSGGNTYY

LSITIRPRYY

GCLVKDYFPE

LGTKTYTCNV

KPKDTLMISR

FNSTYRVVSV

POVYTLPPSQ

PVLDSDGSFF

GK

TR FEHOHEEREIE:

Galy,

Property of the Sanofi group - strictly confidential

LPVTPGEPAS

SGVPDRFSGS

IKRTVAAPSV

SGNSQESVTE

TKSEFNRGEC

LEQPGGSLRL

ADSVKGRFTI

GLDVWGQGTT

PVTVSWNSGA

DHKPSNTKVD

TPEVTCVVVD

LTVLHQDWLN

EEMTKNQVSL

LYSRLTVDKS

IS?RSSQSLL

YSIGYNYLDW YLQKSGQSPQ

GSGTDFTLKI
FIFPPSDEQL

ODSKDSTYSL

S?AGSGFTFR

|
SRVEAEDVGE YYCMQALQTP
KSGTASVVCL LNNFYPREAK

SSTLTLSKAD YEKHKVYACE

DYAMTWVRQA

PGKGLEWVSS

SRDNSKNTLY

VIVSSASTKG

LTSGVHTFPA

KRVESKYGPP

VSQEDPEVQF

GKEYKCKVSN

TCLVKGFYPS

RWQEGNVESC

$H K452 : W7ty 7

(B1-4)AcNAC(B1-2)Man(c.1-6)

LOMNSLRAED

PSVFPLAPCS

VLOSSGLYSL

CPPCPAPEFL

NWYVDGVEVH

KGLPSSIEKT

DIAVEWESNG

SVMHEALHNH

231 —H$H C231, H#H C234—H 4 C234 :

TAVYY&AKDR
RSTSESTAAL
SSVVTVPSSS
GGPSVFLFPP
NAKTKPREEQ
ISKAKGQPRE
QPENNYKTTP

YTQKSLSLSL

2ANVT 4 RHEEA

Fuc(o.1-6)

Man(B1-4)GIcNAG(B1-4) GoNAC

(B1-4)GcNAC(B1-2)Man(a1-3) ~~
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1.9 —fRMBFRICHR A E
SAR231893 - T2 EIY T GEGFHEEZ)

2 INN

International Nonproprietary Names for Pharmaceutical Substances (INN), WHO Drug Information, Vol.27,
No. 3, 2013 (r-INN list 70) |ZLLF D4 # TH# S 7=,

INN : dupilumab
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AR O 7 14525
TRk 2 87 H1 4 H

FAERREATE (7)) & OB

JEA TR A - A AR AR AL R A B R
( N El ) S )

[ 3K D — R FRIZ DWW T

BERCICOWTIE, TEFESHO— BRI FROTBINIOWT (P 18 42 3 A 31 A3
R 0331001 HIEAEFBE ERE M RR®EM) JECIVERVF->Tn5HEZAT
b, A, OAEICKT DEFEL KA (BLT DAN] & 9H,) 1IZDOWnT,
BT D LBV EDT=OT, MTEO L, &F TBERESICEMG LA L < i
JEREN T2,

(M)

HARESR S — x4 37— % ~_X—Z : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIIROTEHRD 9B, JAN UADEFOFBRIT, Hi%T —F X—ADOFR RIS
HZbELTWET,)



(BI# 1) INN EOBSENR SN 5T
CFA% 18 4F 3 A 31 AERRHEAIEL 0331001 BEARHEEE AL FEE

BT 27-2-A2
JAN (HAH) : _7“_U U7 > b7 —G
JAN (& %) : Brilliant Blue G

SO;

Ci7HusNsNaO7S,

’.E,

SO;

HEOHBHD

Na

i

ilEZS

REBHNIRTNE L)

33-({[({4- G- b F> Tz ZINT I 17 2 ZIVAF I I LA L NEAB-AFI)-4,1-7 = 2L ) EX

(LFNTHLDPAINNTAFL ANAEANRE Y ZNE B —F B U4

Monosodium 3,3"-({[({4-[(4-ethoxyphenyl)amino]phenyl } methyliumylene)bis(3 —methle

4,1-phenylene)]bis(ethylazanediyl) } dimethylene)bis(benzenesulfonate)



(B2 2) INN IR X 1172 5 H ORI BIT 5 Elﬁf&—ﬁ%ﬁﬂﬁ%
CERk 18423 A 31 HEEREAREE 0331001 5 J““ AR REEEHREEMRTHE2)

BEES  27-2-B6
JAN (HA&#4) @ /821U o TIREEKIY)
JAN (Z& 4#) : Copanlisib Hydrochloride Hydrate

, 8 .
S
A .
'/\N/\/\»O N HJY\J\I\ * 2HCI ¢ xH,O
O\) ‘ O NS
“CHj N7 “NH, :

Ca3H2sNsOQ4 » 2ZHCIL + xH0

2 J-N-{7-A b F-8-[3- (:F:)l/“i“') >-4- 4’)1/)71:1 ENAF123-Pk KA = 57‘/[1 2-c]FF Y -
5-- T)I/}t VR DS IR FTIR i S KR g

2-Amino-N-{7-methoxy-8-[3-(morpholin-4-yl)propyloxy]-2,3-dihydroimidazo[ 1 2-¢]quinazolin-5-yl } pyrimidine-
5-carboxamide dihydrochloride hydrate



BRES 27382

JAN (HA4)
JAN (& %)

VI BERIIR O ER S AN T 4

LiH
DIVMTQSPLS
" LLIYLGSNRA

YTFGQGTKLE

VOWKVDNALQ
VTHQGLSSPV

EVOLVESGGGE
TSGSGENTYY
LSITIRPRYY
GCLVKDYFPE
LGTKTYTCNV
KPKDTLMISR
FNSTYRVVSV
PQVYTLPPSQ
PVLDSDGSFF

GK
HEHN302 ; B

P N
PIT T

P Fa BT GEETHIER)

. Dupilumab (Genetical Recombination)

LPVTPGEPAS
SGVPDRFEFSGS
IKRTVAAPSV

SGNSQESVTE
TKSFNRGEC

LEQPGGSLRL
ADSVKGRFTI
GLDVWGQGTT

PVTVSWNSGA

DHKPSNTKVD

TPEVT?VUVD

RS -

IS?RSSQSLL

YSTGYNYLDW

YLOKSGOSPQ

GSGTDFTLKI
FIFPPSDEQL

QODSKDSTYSL

S?AGSGFTFR

SRVEAEDVGF

KSGTASVV?L

|
YYCMQALQTP

LNNFYPREAK

SSTLTLSKAD

DYAMTWVRQA

|
YEKHKVYACE

PGKGLEWVSS

SRDNSKNTLY
VTVSSASTKG
LTSGVHTFPA
KRVESKYGPP

VSQEDPEVQF

LTVLHQDWLN
EEMTKNQVSL

LYSRLTVDKS

|
GKEYKCKVSN

TCLVKGFYPS

‘RWQEGNVFSé

LOMNSLRAED
PSVFPLAPCS
VLOSSCLYSL
CPPCPAPEFL
NWYVDGVEVH
KGLPSSIEKT
DIAVEWESNG

SVMHEALHNH

H#HK452 : Mo ryovrs >

D
TAVYYCAKDR
RSTSESTAAL
SSVVTVPSSS

GGPSVFLFPP

NAKTKPREEQ

ISKAKGQPRE
QPENNYKTTP

YTQKSLSLSL

L3HC219-HE#HC139, HEC231-HIHC231, HEHC234-HIHC234 : P2V 7 1 REEA

%m%ﬁ@%ﬁ%ﬁ:

(B1-4)GIcNAC(p1-2)Man(al-6) -

Galg,,

Ces2aH10000N1734020548a6 (5 /87 BEE >, 4 A )
H#  CxooHs404Ns5880635S 16
L #8 = CiosaHi1645N279034287°

Fuc{al-6)

.  Man(p1-4)GlcNAc(B1-4) GleNAc
(B1-4)GIcNAc(B1-2)Man(al-3)



TablhRTE, B2y =01 F 24 ZRED o T2y MIHT 2EETHBAE - 1gG4 £/
JO—FINHETHO, HIH 233 BEDT I/ BRED Pro KB I NT WS, TaEMTTE, Fv1
S ANLAY BB KO EES NS, Ta U TR, 452 MO7 I JBIREN G20 HE (v4
B2 ARV 219MOT 2/ BHRENS2D LB )2 A TRRINS5Y >N E (O T8:49152,000) .
THb.

Dupilumab is a recombinant human IgG4 monoclonal antibody against human interleukin-4 receptor o. subunit, in
which amino acid residues at position 233 in the H-chains are substituted by Pro . Dupilumab is produced in Chinese
hamster ovary cells. Dupilumb is a glycoprotein (molecular weight: ca. 152,000) composed of 2 H-chains (y4-chains)

consisting of 452 amino acid residues each and 2 L-chains (k-chains) consisting of 219 amino acid residues each.



BEER  27-3-B3
JAN (HAA) DU 7Y XS INVER AT
JAN (& #4) : Ulipristal Acetate

CioH37NOg4

Bl 1IB-[A-(CAFIT 2 )7 2 2)3,20-0F FV19- 2 VT L F-49-D L2171 )b

11B-[4-(Dimethylamino)phenyl]-3,20-dioxo-19-norpregna-4,9-dien-17-yl acetate



BT 27-3-B4
JAN (HA&%) A7 707z )y
JAN (3£ #4) : Ibuprofen L-Lysine

H CHs
'S HoN COzH
CHj COH o
: H NH,
HsC
BRUBGERMEE

C13H1802 » CsH14N202

(QRS)-2-[4-2-AFN TR IV T = Z VTS B — (28)-2,6-CT 3/ NFY (1/1)

(2RS)-2-[4-(2-Methylpropyl)phenyl]propanoic acid — (25)-2,6-diaminohexanoic acid (1/1)



BERFE R 27-3-BS
JAN (AA4) o bEFI Ny K
JAN (¥ 44) : Elobixibat Hydrate

HsC

CssH45N30782+ H20
[(2R)-2-2-{[3,3-V T F VT AF VAN T 7 ZIV-11-DF F).5-7 £ = )1-2,3,4,5-5 F T £ REI-1H-1,5-~
IFTEE A NAFINTERTIR2- 72272 7 R R —/KHY)

[(2R)-2-(2-{[3,3-Dibutyl-7-(methylsulfanyl)-1,1-dioxo-5-phenyl-2,3,4,5-tetrahydro-1 H-1,5-benzothiazepin-

8-ylJoxy}acetamido)-2-phenylacetamido]acetic acid monohydrate



FEFH  27-3-B7
JAN (HAS) A TN MR
JAN (GE #£4) : Icatibant Acetate -

NH,

*3 H3C — COzH

CsoHsoN1501383C2H40;

D-7IVFH ZN-L- P IV F I -L- T Y J-(B)-4-E ROF L 7O T Y 2 )V3(FF T 2224 )L 7
Z N UI-B)-(1,234-F b T E ROV F ) U 23 A HIVRZIV-283a8Tad- (NFFER
O > RU 22 )WHVRIV-L- TV DY ZEigi |

D‘-Arginyl-L-arginyl-L-prolyl-(M-4-hydroxy-L-prolyl glycyl-3-(thiophen-2-yl)-L-alanyl-
L-seryl-(£)-[(1,2,3,4-tetrahydroisoquinolin-3-yl)carbonyl]-(2.5,3a.5,7a.8)- [(hexahydroindolin-

2-yl)carbonyl]-L-arginine triacetate



BEES  27-4-Bl
JAN (HAA) XFTF2FRNUTA
~JAN (38 44) : Patisiran Sodium '
40-
(3-5)G—Um—A—A—Cm-Cm—A—A—G—A—G—Um—A—Um-Um-Cm-Cm—A—Um-dT —dT
(5-3)dT —dT—C—A—Um—U=—G—G—U—U—C—U—C—A=Un—A—A—G—G—U—A

40Na*

Ca12H 40N 14sN2490290P 0

T7 Z)-(3—5)-2-0- AF )7 U 2 Jb-(3'—=5N-F F 1 J-(3—5)-F F 1) )b-(3'—>5')-2'-0'-><‘?)‘1/ F
P UNA3—=5)2-0-AF )N T F PV IN-(3—=5)-T F =1 )I/-(3'—+5')-75‘5: V=357 7 =) )b-(3—5"-
T35 T = !)')L-(3'—,>5')-2'-0->< FILT U DV Jb-(3—5)-T F 2 JL(3—5)-2-0- A F )L Y
DU I(3=5Y)2-0- A F IV T J DY J-(3—=5)2-0- A F )L S F PV J-(3'=5)-2- X F IV T F 21 JL-(3—5)-
T T ZUI35)-2-0- A F )T U DU J-3—5)-F 2 DU J-3=5)-F I EF I DY JL(5—3)-F 2
DYIA5=3)-2F DU (53T T 2V J(53)-2-0- X F )7 1) D) Jb-(5'39-7 1) 21 JL-(5'—3)-
77 2 (53T T 2V (530 1) DU JL(53)-7 ) DY) }I)-(S'—>3')-:/9::/° UIV-(5'—=3)-7 )T
1 )1/7(5'-»3')-3/:,)‘—3/“‘ D IV(5'=3Y-T7 T 2D )b-(5>3-2-0- A FJL 7 J 2 JL-(5'-3)-T F 21 Jb-(5—3)-7

FZUNA5=3)-0 T Z U I-(5—3)-7 7 =) J-(53)-"7 U DU JL(5'=3)-FF /> >0 RNA —EH 1Y
T MU LE ‘

Tetraconta sodium salt of o
RNA duplex of guanylyl—(3'->5')—2'-O-methyluridy]yl-(3'*—>5')—adenylyl-(3'-—>5')—adenylyl-(3’—>5')-2'-0-
1nethy]cytidyly]-(3‘—>5')-2‘-O—meth.ylcytidylyl-(3'—>5')-adenyly1-(3'—*5')-édenylyﬁl—(3'—*5')-guanyly]-'(3‘—>5')-
adenylyl-(3'—5")-guanylyl-(3'—5")-2"-O-methyluridylyl-(3'—5")-adenylyl-(3'—5")-2"-O-methyluridylyl-(3'—5')-2"-O-
methyluridylyl-(3'—5")-2'-O-methyleytidylyl-(3'—5")-2'-O-methylcytidylyl-(3'—5"-adenylyl-(3'—5")-2"-O-
methyluridylyl-(3'—5")-thymidylyl-(3'—5")-thymidine with thymidylyl-(5'—3")-thymidylyl-(5'—3")-cytidylyl-(5'—
3%-adenylyl-(5'—3")-2'-O-methyluridylyl-(5'—3")-uridylyl-(5'—3")-guanylyl-(5'—3"-guanylyl-(5'=>3")-uridylyl-(5'—
3')-uridylyl-(S'—>3‘)—cytidyly1—(5'—>3')-uridylyl-(S‘—>3')-’cytidylyl-(S'—>3')-adenylyl~(5'~—>3')-2'-0-methy1uridyly1-(5'—>
3")-adenylyl-(5'—3")-adenylyl-(5'->3")-guanylyl-(5'—3")-guanylyl-(5'—3"-uridylyl-(5'—>3")-adenosine



BEkEs  27-4-B2
JAN (HA%) v 7F R GRETHIRZ)
JAN (& 4#4) : Semaglutide (Genetical Recombination)

HsC CHg
His——H Glu-Gly-Thr-Phe-Thr-Thr-Asp-Val-Ser-
O
HO,C
WV\WM_-G’”
| /mg/o ° &H
HN ~_ N O/\\/

, o 0
NG
Ser-Tyr-Leu-Glu-Gly-Gln-Ala-Ala-Lys-Glu-Phe-
lle-Ala-Trp-Leu-Val-Arg-Gly-Arg-Gly

Cig7H291N45059
LY ZNF R, BETRBA L R WA DR TF K1 (GLP-1) BE&ETHD, £k GLP-1 O T~

RO Arg IZBE N, 1LI8-A 75T H > 8 1 O Gl KO 20D 8-7 2/ 3,6-PFF 940 ¥ Uk

THRENBY > H—EN LT 20 HED Lys KEAEL TS, ©XILF R, 31HOT 3/ BRI
5IzBEHNRTF RTHS.

Semaglutide is a recombinant human glucagon-like peptide-1 (GLP-1) analog which corresponds to amino acids 7 —
37 of human GLP-1, and Ala at position 2 and Lys at position 28 are substituted by 2-amih0-2—methy1propanoic acid
and Arg, respectively, and Lys residue at position 20 is attached to 1,18-octadecanedioic acid via a linker which
consists of a Glu and two 8-amino-3,6-dioxaoctanoic acids. Semaglutide is a modified peptide consisting of 31 amino

acid residues.



BERFH  27-4-B10
JAN (HAEA) 155 VAT (BEHETFHIRZ)
JAN (Z& 44) : Daratumumab (Genetical Recombination)

TR EBERFIROTS AN T 4 RiES

HEHEL: FomEns)iVy 3 2 ; H 88 N302 « B & © H 8 K452 -
L 8 C214—H ${C225, H#{C231—H #{C231, H#{ C234—H #{ C234 :

L
EIVLTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD
l
ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYY&QQ s RSNWPPTFGQ
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV
_ l
DNALQSGNSQ - ESVTEQDSKD STYSLSSTLT_ LSKADYEKHK VYAéEVTHQG
LSSPVTKSFN RGEC
H 8
EVQLLESGGG LVQPGGSLRL SCAVSGFTFN | SFAMSWVRQA PGKGLEWVSA
ISGSGGGTYY ADSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYFéAKDK
ILWFGEPVFD YWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL
VKDYFPEPVT VSWNSGALTS | GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT
‘QTYICNVNHK PSNTKVDKRV ' EPKSCDKTHT CPPCPAPELL GGPSVFLFPP
KPKDTLMISR TPEVTCVVVD VSHEDPEVKFEF NWYVDGVEVH NAKTKPREEQ
YNSTYRVVSV LTVLHQDWLN GKEYKéKVSN KALPAPIEKT ISKAKGQPRE
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Daratumumab is a recombinant human IgG1 monoclonal antibody against human CD38. Daratumumab is produced
in Chinese hamster ovary cells. Daratumumab is a glycoprotein (molecular weight: ca. 148,000) composed of 2 H-
chains (y1-chains) consisting of 452 amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino acid

residues each.
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 70

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-105) and Recommended (1-66) International Nonproprietary Names can be found in Cumulative List
No. 14, 2011 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 70

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L’inclusion d’'une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-105) et recommandées (1-66) dans
la Liste récapitulative No. 14, 2011 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 70

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacién se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacion en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-105) y Recomendadas (1-66) se encuentran
reunidas en Cumulative List No. 14, 2011 (disponible s6lo en CD-ROM).
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delparantagum
delparantag

delparantag

delparantag

dupilumabum #
dupilumab

dupilumab

dupilumab

NP-{5-[(5-{5-{L-lysylamino}-2-methoxybenzoyl-L-lysylamino}-
2-methoxybenzoyl-L-lysyl)amino]-2-methoxybenzoyl}-N-(3-
carbamoyl-4-methoxyphenyl)-L-lysinamide

NP-{5-[(5-{5-{L-lysylamino}-2-méthoxybenzoyl-L-lysylamino}-
2-méthoxybenzoyl-L-lysyl)amino]-2-méthoxybenzoyl}-
N-(3-carbamoyl-4-méthoxyphényl)-L-lysinamide

N-{5-[(5-{5-{L-lisilamino}-2-metoxibenzoil-L-lisilamino}-
2-metoxibenzoil-L-lisil)Jamino]-2-metoxibenzoil}-N-(3-carbamoil-
4-metoxfenil)-L-lisinamida

CssH7oN13012

NH,
H O
. H
H H
HoN N
0
OCH; |,

immunoglobulin G4-kappa, anti-[Homo sapiens IL4R (interleukin 4
receptor, ILARA, IL-4RA, CD124)], Homo sapiens monoclonal
antibody;

gamma4 heavy chain (1-451) [Homo sapiens VH (IGHV3-23*04
(92.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126-
223), hinge S10>P (233) (224-235), CH2 (236-345), CH3 (346-450),
CHS K130>del (451)) (126-451)], (139-219')-disulfide with kappa
light chain (1'-219') [Homo sapiens V-KAPPA (IGKV2-28*01
(96.00%) -IGKJ2*01) [11.3.9] (1'-112") -IGKC*01 (113'-219")]; dimer
(231-231":234-234")-bisdisulfide

immunoglobuline G4-kappa, anti-[Homo sapiens IL4R (récepteur de
l'interleukine 4, IL4RA, IL-4RA, CD124)], Homo sapiens anticorps
monoclonal;

chaine lourde gamma4 (1-451) [Homo sapiens VH (IGHV3-23*04
(92.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126-
223), charniere S10>P (233) (224-235), CH2 (236-345), CH3 (346-
450), CHS K130>del (451)) (126-451)], (139-219')-disulfure avec la
chaine légére kappa (1'-219') [Homo sapiens V-KAPPA (IGKV2-
28*01 (96.00%) -IGKJ2*01) [11.3.9] (1'-112") -IGKC*01 (113'-219")];
dimére (231-231":234-234")-bisdisulfure

inmunoglobulina G4-kappa, anti-[Homo sapiens IL4R (receptor de la
interleukina 4, IL4RA, IL-4RA, CD124)], anticuerpo monoclonal de
Homo sapiens;

cadena pesada gamma4 (1-451) [Homo sapiens VH (IGHV3-23*04
(92.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126~
223),bisagra S10>P (233) (224-235), CH2 (236-345), CH3 (346-
450), CHS K130>del (451)) (126-451)], (139-219')-disulfuro con la
cadena ligera kappa (1'-219') [Homo sapiens V-KAPPA (IGKV2-
28*01 (96.00%) -IGKJ2*01) [11.3.9] (1'-112") -IGKC*01 (113'-219")];
dimero (231-231":234-234")-bisdisulfuro
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dusigitumabum #
dusigitumab

dusigitumab

dusigitumab

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LEQPGGSLRL SCAGSGFTFR DYAMTWVRQA PGKGLEWVSS 50
ISGSGGNTYY ADSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCAKDR 100
LSITIRPRYY GLDVWGQGTT VTVSSASTKG PSVFPLAPCS RSTSESTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS 200
LGTKTYTCNV DHKPSNTKVD KRVESKYGPP CPPCPAPEFL GGPSVFLFPP 250
KPKDTLMISR TPEVTCVVVD VSQEDPEVQF NWYVDGVEVH NAKTKPREEQ 300
FNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQPRE 350
PQVYTLPPSQ EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFF LYSRLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL 450
G 451

Light chain / Chaine légere / Cadena ligera

DIVMTQSPLS LPVTPGEPAS ISCRSSQSLL YSIGYNYLDW YLQKSGQSPQ 50
LLIYLGSNRA SGVPDRFSGS GSGTDFTLKI SRVEAEDVGE YYCMQALQTP 100
YTFGQGTKLE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSEFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 152-208  266-326  372-430
22"-96" 152"-208" 266"-326" 372"-430"
Intra-L  23'-93"  139'-199'
23193 139"_199"
Inter-H-L 139-219' 139"-219"
Inter-H-H 231-231" 234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4:
302, 302"

immunoglobulin G2-lambda2, anti-[Homo sapiens IGF1 (insulin-like
growth factor 1, somatomedin C) and IGF2 (insulin-like growth factor
2, somatomedin A)], Homo sapiens monoclonal antibody;

gammaz2 heavy chain (1-446) [Homo sapiens VH (IGHV1-8*01
(100.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1
(121-218), hinge (219-230), CH2 (231-339), CH3 (340-444), CHS
(445-446)) (121-446)], (134-216'")-disulfide with lambda light chain
(1'-217") [Homo sapiens V-LAMBDA (IGLV1-51*01 (95.90%) -
IGLJ2*01) [8.3.12] (1-111") -IGLC2*01 (112'-217")]; dimer (222-
222":223-223":226-226":229-229")-tetrakisdisulfide

immunoglobuline G2-lambda2, anti-[Homo sapiens IGF1 (facteur de
croissance 1 analogue a l'insuline, somatomédine C) et IGF2
(facteur de croissance 2 analogue a l'insuline, somatomédine A)],
Homo sapiens anticorps monoclonal;

chaine lourde gamma2 (1-446) [Homo sapiens VH (IGHV1-8*01
(100.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1
(121-218), charniere (219-230), CH2 (231-339), CH3 (340-444),
CHS (445-446)) (121-446)], (134-216")-disulfure avec la chaine
légére lambda (1'-217") [Homo sapiens V-LAMBDA (IGLV1-51*01
(95.90%) -IGLJ2*01) [8.3.12] (1'-111") -IGLC2*01 (112'-217")];
dimere (222-222":223-223":226-226":229-229")-tétrakisdisulfure

inmunoglobulina G2-lambda2, anti-[Homo sapiens IGF1 (factor de
crecimiento analogo a la insulina tipo 1, somatomedina C) y IGF2
(factor de crecimiento analogo a la insulina tipo 2, somatomedina
A)], anticuerpo monoclonal de Homo sapiens ;

cadena pesada gamma2 (1-446) [Homo sapiens VH (IGHV1-8*01
(100.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1
(121-218), bisagra (219-230), CH2 (231-339), CH3 (340-444), CHS
(445-446)) (121-446)], (134-216")-disulfuro con la cadena ligera
lambda (1'-217') [Homo sapiens V-LAMBDA (IGLV1-51*01 (95.90%)
-IGLJ2*01) [8.3.12] (1'-111") -IGLC2*01 (112'-217")]; dimero (222-
222":223-223":226-226":229-229")-tetrakisdisulfuro
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