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1 NAME OF THE MEDICINAL PRODUCT

Rilonacept Regeneron 80 mg/ml powder and solvent for solution for injection.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial of powder contains 220 mg of rilonacept. After reconstitution, each ml of solution contains 80
mg rilonacept.

For the full list of excipients, see section 6.1. b

3. PHARMACEUTICAL FORM ’\6

Powder and solvent for solution for injection. \QO

The powder is white to off-white. Q
The solvent is a clear colourless solution. ( @

4.  CLINICAL PARTICULARS QQ

4.1 Therapeuticindications \O

Rilonacept Regeneron is indicated for the treatmerz&wopyrin—Associated Periodic Syndromes (CAPS)
with severe symptoms, including Familial Cold Auteinflammatory Syndrome (FCAS) and Muckle-Wells
Syndrome (MWS), in adults and children age{l ears and older.

4.2 Posology and method of admin@on

Treatment should be initiated an ﬁpervised by a specialist physician experienced in the diagnosis and
treatment of CAPS. \

After proper training ip @rect injection technique, patients may self-inject Rilonacept Regeneron if
their physician determihg® that it is appropriate and with medical follow-up as necessary.
Posology @b\

Adults
Treatmenfjm adults should be initiated with a loading dose of 320 mg. Dosing should be continued with a
once-weekly injection of 160 mg. Rilonacept Regeneron should not be given more often than once
weekly.

Paediatric population (12 to 17 years old)

Treatment should be initiated with a loading dose of 4.4 mg/kg, up to a maximum of 320 mg. Dosing
should be continued with a once-weekly injection of 2.2 mg/kg, up to a maximum of 160 mg (see Table
1). Dosing in children must be adjusted as the child grows. The patient or care giver should be advised to
speak to the treating physician before adjusting the dose. The experience in children is limited. In the
clinical program for CAPS, 8 adolescents aged 12-17 were treated for up to 18 months.



Paediatric population (up to 12 years old)
No data are available on the use of Rilonacept Regeneron in children with CAPS under 12 years of age,
therefore it is not recommended in this paediatric age group.

Elderly (65 yearsold or older)
Available data indicate that dose modification is not required based on advanced age. However, clinical
experience in patients above 65 years is limited, therefore caution is recommended (see section 5.1).

Renal impairment
No dose adjustment is required in patients with mild, moderate, or severe renal impairment, or end stage
renal disease. However, clinical experience in such patients is limited. t

Hepatic impairment . 66
Rilonacept Regeneron has not been studied in patients with hepatic impairment. (\

Method of administration O

Rilonacept Regeneron is for subcutaneous use only. It is not intended for i% ous or intramuscular

use.
For instructions on reconstitution of the medicinal product before admln@tion, see section 6.6.

The adult loading dose should be administered as two 2 ml subc us injections (320 mg of rilonacept
in total) given on the same day at different sites. The subseq ‘%es are administered as a 2 ml (160 mg
of rilonacept) subcutaneous injection once a week.

For paediatric patients, the dose is delivered as one or@o (for loading dose) subcutaneous injections with
a maximum single-injection volume of 2 ml. Q

For convenience, the corresponding dose Volé‘for weekly injection in paediatric patients is presented in
Table 1 below.

Table 1: Rilonacept Regeneron do<®ume (after reconstitution) by body weight for paediatric patients
aged 12-17 years

AN
Weight ran ) Dose volume (ml)

23.6 t6.29. 0.7
276 ©30.8 0.8
9 to 34.4 0.9

O 3.5 10 38.1 1
. 38.2t041.7 1.1
41.8t045.4 1.2
45.5 t0 49.0 1.3
49.1 to 52.6 1.4
52.7 t0 56.3 1.5
56.4 t0 59.9 1.6
60.0 to 63.5 1.7
63.6 t0 67.2 1.8
67.3 t0 70.8 1.9
70.9 or greater 2




4.3 Contraindications

Hypersensitivity to rilonacept or to any of the excipients.
Active, severe infections (see section 4.4).

4.4  Special warnings and precautionsfor use
Serious infections

Interleukin-1 (IL-1) blockade may interfere with immune response to infections. Serious, life-threatening
infections have been reported uncommonly in patients taking Rilonacept Regeneron.

In an open-label extension study, one patient developed bacterial meningitis and died. Rilo

Regeneron should be discontinued if a patient develops a serious infection. Treatment g ot be
initiated in patients with an active or chronic infection (see section 4.3) and physiciang $hofild exercise
caution when administering Rilonacept Regeneron to patients with a history of rem&g infections or with
underlying conditions that may predispose them to infections. ‘&

Because Rilonacept Regeneron dampens an inflammatory response, Vigihﬁg&] excluding underlying
infection in unwell patients is required. (

increased risk of reactivation of
itors like rilonacept increases the risk
ing treatment with Rilonacept Regeneron,
atent) tuberculosis.

Tumour necrosis factor (TNF) inhibitors have been associated wj
latent tuberculosis (TB). It is unknown whether the use of IL-J~i
of reactivation of TB or of opportunistic infections. Befor

all patients should be evaluated for both active and inact%\

Combinations not recommended ?

The combination of Rilonacept Regeneron wit nhibitors has not been evaluated in clinical studies.
An increased incidence of serious infection een associated with administration of another IL-1
inhibitor, in combination with a TNF in b@

Rilonacept Regeneron should not sed with TNF inhibitor s because of increased risk of serious
infections (see section 4.5). Q

The concomitant use of R1 pt Regeneron with other IL-1 inhibitors is not recommended (see section

4.5).
(.I\Q
Hypersensitivity G}

Although hype tivity reactions related to treatment with Rilonacept Regeneron were not seen in the
initial clini eram, if a hypersensitivity reaction occurs, administration should be stopped
immediately and permanently, and appropriate therapy initiated.

The risk for severe hypersensitivity reactions, which is not uncommon for injectable proteins, cannot be
excluded (see section 4.3).

Immunogenicity

Antibodies directed against the receptor domains of rilonacept were detected by an ELISA assay in 35%
of patients (19 out of 55) treated for at least 6 weeks in the clinical study. There was no correlation of
antibody activity with either clinical efficacy or safety.

Neutropenia



Neutropenia (absolute neutrophil count [ANC] < 1.5 x 10%/1) has been observed commonly with another
medicinal product that inhibits IL-1 used in a patient population (rtheumatoid arthritis) other than CAPS.
Neutropenia was observed commonly in patients with rheumatoid arthritis (not an approved use) who
were administered Rilonacept Regeneron subcutaneously in clinical studies. None of these patients had
serious infections associated with the neutropenia. Although neutropenia was observed uncommonly in
CAPS patients, the numbers studied are small. Treatment with Rilonacept Regeneron should not be
initiated in patients with neutropenia. It is recommended that neutrophil counts be assessed prior to
initiating treatment, after 1 to 2 months, and periodically thereafter while receiving Rilonacept Regeneron.
If a patient becomes neutropenic the ANC should be monitored closely and treatment discontinuation
should be considered.

Malignancies b
The impact of treatment with Rilonacept Regeneron on the development of malignancie t known.
However, treatment with immunosuppressants, including Rilonacept Regeneron, ma t in an increase

in the risk of malignancies.

&‘9

Vaccines

Live vaccines should not be given concurrently with Rilonacept Regener Xb& section 4.5). Prior to
initiation of Rilonacept Regeneron therapy, adult and paediatric patien 1d receive all recommended
vaccinations, as appropriate, including pneumococcal vaccine and 1vated influenza vaccine.

Lipid profile changes
Patients should be monitored for changes in their lipid pro@ld provided with medical treatment if
warranted (see section 4.8).

Mutation in NLRP3 gene QO
All cases in the clinical trials had a confirmed sutatton in the NLRP3 gene. The efficacy was not
evaluated in patients without a confirmed NL&gene mutation.

45 Interaction with other medicin@oducts and other formsof interaction
No interaction studies have been Q ormed
The concomitant adrmnlstr

section 4.4), because an j
of another IL-1 blocker

of Rilonacept Regeneron with any TNF inhibitor is not recommended (see
sed incidence of serious infections has been associated with administration
combination with TNF inhibitors.

The concomita Qﬂinistration of Rilonacept Regeneron with other IL-1 inhibitors has not been studied
and is there t recommended.

The formation of CYP450 enzymes is suppressed by increased levels of cytokines during chronic
inflammation. Thus it is expected that for a molecule that binds to IL-1, such as rilonacept, the formation
of CYP450 enzymes could be normalized. This is clinically relevant for CYP450 substrates with a narrow
therapeutic index, where the dose is individually adjusted (e.g. warfarin). Upon initiation of Rilonacept
Regeneron, in patients being treated with these types of medicinal products, therapeutic monitoring of the
effect or plasma levels should be performed and the individual dose of the medicinal product may need to
be adjusted as needed.

No data are available on either the effects of live vaccination or the secondary transmission of infection by
live vaccines in patients receiving Rilonacept Regeneron. Therefore, live vaccines should not be given



concurrently with Rilonacept Regeneron, unless the benefits clearly outweigh the risks. Should
vaccination with live vaccines be indicated after initiation of Rilonacept Regeneron treatment, the
recommendation is to wait for at least 6 weeks after the last Rilonacept Regeneron injection and before the
next one (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no adequate data from use of rilonacept in pregnant women. Reproductive toxicity studies have

been conducted in animals and have shown no effects on fertility or foetal morphology; however a study

in pregnant monkeys showed reduced levels of oestrogen (see section 5.3). The risk for the fogtus/mother
is unknown. Women should use effective contraceptives during treatment with Rilonacept g%eron and
for up to 6 weeks after the last dose. Women who are pregnant or who desire to beconqe nt should
therefore only be treated after a thorough benefit-risk evaluation. (\

Breast-feeding O

It is unknown whether rilonacept is excreted in human or animal breast milk. cision on whether to
continue/discontinue breast-feeding or to continue/discontinue therapy v?ig@lonacept Regeneron should
be made taking into account the benefit of breast-feeding to the child an benefit of Rilonacept

Regeneron therapy to the woman. @
4.7 Effectson ability to drive and use machines QQ

The ability to drive and operate machines may be impair Q some symptoms associated with CAPS.
Patients who experience vertigo during Rilonacept R eron treatment should wait for this to resolve
completely before driving or operating machines. Q

4.8 Undesirable effects él

The majority of the related adverse everftsS\uT the clinical trials were classified as injection site reactions,
experienced by approximately 50% ¢ patients in the Phase 3 study. Reported ISRs were generally
mild to moderate in severity. Noatients withdrew from the study due to ISRs.

ADRs to Rilonacept Rege \reported during the Phase 2/3 program in a total of 109 patients, some
treated for longer than 2 , are listed below using the following categories of frequency: very common

(>1/10); common (> to <1/10), uncommon (>1/1000 to <1/100).

Duetothe srnw‘t\lent population, an ADR reported in 2 or more patientsis classified as

“ common.”§



Table 2: Adversereactionswith Rilonacept Regeneron in CAPS patients

MedDRA Adversereaction Frequency
System Organ Class
Genc?rgl dis.ordefs and N 1njecti.on site reactions, N very common
administration site conditions | including erythema, bruising,
pruritus, swelling,
inflammation, pain, dermatitis,
oedema, urticaria, vesicles
Fatigue common
Infections and infestations Upper respiratory tract very common
infection; sinusitis hb
Bronchitis; gastroenteritis; common . 60
viral infections; skin, eye and Q\
ear infections; pneumonia
Bacterial meningitis uncommon \\"~
Investigations Eosinophil count increased COmMmon &
Nervous system disorders Headache very on
Dizziness cogpm
Vascular disorders Hypertension, flushing ﬁMon
Ear and labyrinth disorders Vertigo la mon
Eye disorders Iritis (\\ ncommon
Psychiatric disorders Anxiety, insomnia = o ﬁ\ common
Immune system disorders Hypersensitivity NT common

O
Infections and infestations Q
During Part A of the pivotal study (see sec (5' 1), the incidence of patients reporting infections and
considered by the investigator as relate &atment was greater with Rilonacept Regeneron (9%) than
with placebo (0%). In Part B, randomy ithdrawal, the incidence of infections were similar in the
Rilonacept Regeneron (0%) and th ebo patients (4%). Part A of the trial was initiated in the winter
months, while Part B was predo@a tly performed in the summer months.

In placebo-controlled studi@cross a variety of patient populations encompassing 336 patients treated
with rilonacept and 1 @ted with placebo, the incidence of infections was 6.8% and 3% (0.44 per
patient-exposure ea@ 0.19 per patient-exposure year), respectively, for rilonacept and placebo.

Serious infecti
open-label study of CAPS died after developing sinusitis and bacterial (Streptococcus
pneumonia®) meningitis.

In a study in patients with adult Still’s disease, one patient developed an infection in his elbow with
Mycobacterium intracellulare after an intraarticular glucocorticoid injection and subsequent local
exposure to a suspected source of mycobacteria. In a study in patients with polymyalgia rheumatica, one
patient developed bronchitis and sinusitis, which resulted in hospitalization.

Blood and lymphatic system disorder
During the initial placebo-controlled portion of the pivotal trial, mean values increased for haemoglobin
and decreased for neutrophils and platelets in the patients treated with Rilonacept Regeneron. These




changes were not deemed as clinically significant and were potentially due to a decrease in the chronic
inflammatory state present in CAPS with an attendant decrease in acute-phase response.

General disorders and administration site conditions

In patients with CAPS, the most common and consistently reported adverse event associated with
treatment was injection-site reaction (ISR). The ISRs included erythema, swelling, pruritus, and bruising.
Most ISRs lasted for one to two days. In studies of patients with CAPS, no ISRs were assessed as severe,
and no patient discontinued study participation due to an ISR.

Immunogenicity

Antibodies directed against the receptor domains of rilonacept were detected by an ELISA as
patients with CAPS after treatment with Rilonacept Regeneron in clinical studies. Ninetee
(35%) who had received Rilonacept Regeneron for at least 6 weeks tested positive for r nt-emergent
binding antibodies on at least one occasion. Of the 19 patients, 7 tested positive at thgﬁc assessment
(Week 18 or 24 of the open-label extension period), and 5 patients tested positive fq utralising
antibodies on at least one occasion. There was no correlation of antibody activ, either clinical

efficacy or safety. Q

in
patients

The data reflect the percentage of patients whose test results were posi iV&r antibodies to rilonacept in
specific assays, and are highly dependent on the sensitivity and speéty of the assays. The observed
incidence of antibody positivity in an assay may be influenced b, ral factors including assay
sensitivity and specificity, sample handling, concomitant me%@)roducts, and underlying disease. For
these reasons, comparison of the incidence of antibodies to@ acept with the incidence of antibodies to

other products may be misleading. \

Changes in lipid parameters O

Cholesterol and lipid levels may be reduced in¥gatients with chronic inflammation. Patients with CAPS
treated with Rilonacept Regeneron experie éﬁ%an increases from baseline for total cholesterol, HDL
cholesterol, LDL cholesterol, and triglyéefidgs of 19 mg/dl, 2 mg/dl, 10 mg/dl, and 57 mg/dl respectively
after 6 weeks of open-label therapy. P, ians should monitor the lipid profiles of their patients (for
example after 2-3 months) and con< ipid-lowering therapies as needed based upon cardiovascular risk
factors and current guidelines. Q

AN

49 Overdose @

*
No case of overdose a\oeen reported. The maximum amount of product that can be safely administered

has not been dete@aed.

Intraveno@ﬁlistration of Rilonacept Regeneron at doses of up to 2000 mg monthly in another patient
population¥or up to six months was generally well-tolerated. One patient in a study of osteoarthritis
developed transient neutropenia (absolute neutrophil count < 1 x 10%/1) after receiving a very large dose
(2000 mg). Maximum weekly doses of up to 320 mg have been administered subcutaneously for up to
approximately 2 years or more in a small number of patients with CAPS and up to 6 months in patients
with RA in clinical studies without evidence of dose-limiting toxicities.

In case of overdose, it is recommended that the patient be monitored for any signs or symptoms of adverse
reactions, and appropriate symptomatic treatment instituted immediately.



5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Interleukin inhibitors, ATC code: LO4ACO04.

This medicinal product has been authorised under “Exceptional Circumstances”. This means that due to
the rarity of the disease it has not been possible to obtain complete information on this medicinal product.

The EMA will review any new information, which may become available every year, and this SPC will be
updated as necessary.

Mechanism of action b
Rilonacept is a dimeric fusion protein consisting of the ligand-binding domains of the e a@ﬂular
portions of the human type I interleukin-1 receptor (IL-1RI) and IL-1 receptor access&tein
(IL-1RACcP) linked in-line to the Fc portion of human IgG1. Rilonacept binds to a cks the activity of
the cytokine IL-1 and binds both IL-1p and IL-10, which are the primary pro- i@atory cytokines
implicated in many inflammatory diseases. Rilonacept also binds the endog &@ L-1 receptor antagonist
(IL-1ra) but with a lower affinity than IL-1p or IL-1a. 3

Pharmacodynamic effects
In clinical studies, CAPS patients who have uncontrolled over-pr on of IL-1p show a rapid response
gl

to therapy with rilonacept, i.e. laboratory parameters such as ive protein (CRP) and serum
amyloid A (SAA) levels, leukocytosis, and high platelet c y returned to normal.

Clinical efficacy and safety
The safety and efficacy of rilonacept for the treatrr(@ CAPS, including patients with FCAS, also
known as familial cold urticaria syndrome (F nd MWS was demonstrated in a randomised,
double-blind, placebo-controlled study with rts (A and B) conducted sequentially in the same
patients. The efficacy portion of the stu &éed 47 patients, 44 of whom had a diagnosis of FCAS and
3 with a diagnosis of MWS. Twelve ad%o 1 patients enrolled during the open label extension in which
efficacy data were collected, 8 adul a diagnosis of FCAS and 4 adolescents (13-16 years old), 3
with FCAS and 1 with FCAS/M Verlap Four additional adolescents (12-17 years) all with a diagnosis
of FCAS subsequently enrolled itn¢he open label extension where efficacy assessments were not collected.
The efficacy was not evalu% in patients without a confirmed NLRP3/CIAS1 gene mutation.

Part A was a 6-wee é&mlsed double-blind, placebo-controlled period to evaluate rilonacept at a dose
of 160 mg weekl Z§v'an initial loading dose of 320 mg. Immediately after Part A patients entered Part B
which consiste b -week, patient-blind period during which all patients received rilonacept 160 mg
weekly, fol by a 9-week, double-blind, randomised withdrawal period in which patients were
randomly agsigned to either remain on rilonacept 160 mg weekly or to receive placebo. Patients were then
given the option to enroll in a 24-week, open-label treatment extension phase during which all patients
were treated with rilonacept 160 mg weekly.

Using a daily diary questionnaire, patients rated the following five signs and symptoms of CAPS: joint
pain, rash, feeling of fever/chills, eye redness/pain, and fatigue, each on a scale of 0 (none, no severity) to
10 (very severe). The study evaluated the mean symptom score using the change from baseline to the end
of treatment.

The changes in mean symptom scores for the randomised parallel-group period (Part A) and the
randomised withdrawal period (Part B) of the study are shown in Table 3. Patients treated with rilonacept



experienced an 84% reduction in the mean symptom score in Part A compared to 13% for placebo-treated
patients (p< 0.0001). In Part B, mean symptom scores increased more in patients withdrawn to placebo
compared to patients who remained on rilonacept.

Improvement in key symptom scores was noted within one day of initiation of rilonacept therapy in most
patients. Patients treated with rilonacept experienced more improvement in each of the five components of
the composite endpoint than placebo-treated patients.

The mean number of symptomatic “flare” days (defined as a day in which the mean symptom score
reported on the patient diary was greater than 3) during the 21-day pre-treatment baseline period and the
on-treatment endpoint period, in Part A, decreased from 8.6 at baseline to 0.1 at endpoint for the group on
rilonacept, compared to a change from 6.2 to 5.0 for the placebo group (p<0.0001 vs. plac

*
A significantly higher proportion of patients in the rilonacept group compared to the aocbo group
experienced improvement from baseline in the composite score by at least 30% (960oySs. 29% of patients),
by at least 50% (87% vs. 8%) and by at least 75% (70% vs. 0%) (p<0.0001). ‘{9

In Part A and Part B, physician’s and patient’s global assessment of diseq&glvity and patients’
assessment of the degree of limitation of their daily activities due to their 8#Sease were significantly
improved for patients treated with rilonacept compared with those cebo.

Mean levels of C reactive protein (CRP) were significantly d versus baseline for the rilonacept-
treated patients, while there was no change for those on pl 110nacept also led to a significant
decrease in serum amyloid A (SAA) versus baseline to le w1th1n the normal range.

During the open-label extension, reductions in mea@rrnptom scores, serum CRP, and serum SAA levels
were maintained for up to one year. (ﬁ}'

Table3: Mean Symptom Scoresin A age 18 and older)
Placebo | Rilpnacept Placebo Rilonacept

Part A m=24) | @93 Part B m=23) | @=22)
Pre-treatment 'O Active Rilonacept
Baseline Period 2.4 1 Baseline Period 0.2 0.3
(Weeks -3 to 0) 0O (Weeks 13 to 15)
Endpoint Period ;?Q\\ 0.5 Endpoint Period 12 0.4
(Weeks 4 to 6) ‘*J\_j ) (Weeks 22 to 24) ) )
Mean Change N
from Baseliné@o™~ | -0.3 -2.6* Mean Change from | 0.1%%
Endpoi Baseline to Endpoint
p-value for*within p-value for within
group comparison | ¢ p< 0.0001 group comparison of p<0.0001 | NS
of change from change from
Baseline Baseline

*p< 0.0001, comparison of rilonacept vs. placebo
**p<0.001, comparison of rilonacept vs. placebo,
NS = not significant

An assessment of efficacy with respect to age group and diagnosis was obtained by comparing KSS at the
end of the 24 week open label extension with KSS at baseline using time averaged daily mean scores. The
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results for the adults who entered the study in Part A are provided separately from the results of the adults
who entered directly into the open label extension; the results for the four adolescents who entered directly

into the open label extension are provided individually.

Table 4: Key symptom scor es by age and diagnosis following 24-week open label extension

Group Age group Diagnosis Baseline Week 24 Reduction
(range) Mean KSS Mean KSS | from Baseline
Adults who entered 18 - <65 FCAS 2.9 0.7 75.9%
in Part A (24, 63) n=31
> 65 FCAS 24 0.4 7@4
(67,78) n=10 .,
18 - <65 MWS 3.3 02 4 &%0.5%
(22, 45) n=3 S N
Adults who entered 18 - <65 FCAS 2.3 K\ 93.0%
in OLE (18, 56) n=8 \\/‘
D
Adolescents who 13 FCAS 2.4 ,"\ ~ 04 85.6%
entered in OLE 15 FCAS 03 @ 0.0 100%
16 FCAS 280N 0.0 100%
13 FCAS/MWS N7 0.0 95.7%

5.2 Pharmacokinetic properties

\U

O

Bioavailability of rilonacept after a subcutaneoggj%tion is estimated to be approximately 50%.

The average trough levels of rilonacept W@ﬂroximately 24 ng/ml at steady state following weekly

subcutaneous doses of 160 mg for up to

reached by 6 weeks.

O

Table 5: Rilonacept steady-s{ate@rmacokinetic properties'

Parameter ¢ ue
. Q»'
Conax (mg/]) O\ 315
AUC (day mgzp); 198
7
CL /F (I/day) 0.808
T, terminal (day) 7.72

"Based on population PK modelling
? Derived values are presented.
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Special populations

No pharmacokinetic data are available in patients with hepatic impairment. As with other large proteins
elimination of rilonacept is expected to be via proteolytic catabolism and target mediated clearance.
Consequently, impaired liver function is not expected to affect the pharmacokinetics of rilonacept in a
clinically significant way.

Results of a single-dose study in patients with end-stage renal disease (ESRD) indicate that the rate of
elimination of rilonacept was not decreased. Renal elimination of rilonacept is therefore considered to be a
minor pathway for clearance. No dose adjustment is needed in patients with renal impairment.

No study was conducted to evaluate the effect of age, gender, or body weight on rilonacept expgsure.
Based on limited data obtained from the clinical study, steady-state trough concentrations imilar
between male and female patients. Age (26-78 years old) and body weight (50-120 kg) t appear to
have a significant effect on trough rilonacept concentrations. The effect of race could OWbe assessed
because only Caucasian patients participated in the clinical studies in CAPS, reﬂec@ he epidemiology
of the disease.

S
5.3 Preclinical safety data @

Non-clinical data reveal no special hazard for humans based on cor@gﬁonal studies of safety
pharmacology and repeated-dose toxicity. Q

Animal studies were conducted to assess reproductive toxi Ql mice, a murine analogue of rilonacept
had no effect on fertility. A study of embryo-foetal deve&ment was conducted with rilonacept in
monkeys at doses up to approximately 4 times the hu dose. Decreases in -estradiol levels were seen
in the treated groups, the significance of this findi unknown. In a prenatal and postnatal reproductive
toxicology study in which mice were dosed subfutaneously, with a murine analogue of rilonacept at doses
of 20, 100 or 200 mg/kg three times per we e highest dose is approximately 6-fold higher than the
160 mg maintenance dose based on bod ce area), there were no treatment-related effects.

Genotoxicity or long term animal SQ@S have not been performed to evaluate the mutagenic or

carcinogenic potential of rilonac@

6. PHARMACEU@‘\L PARTICULARS

6.1 Listof exc@bn(t/s

Powder QQ

Glycine

Arginine hydrochloride

Histidine

Histidine hydrochloride monohydrate
Polyethylene glycol 3350

Sucrose

Solvent
Water for injections

12



6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3 Shelf life

Vial
2 years.

Diluted solution

From a microbiological safety point of view, the product should be used as soon as possibleél ithin 3
hours of reconstitution, because it does not contain a preservative. If not used immediate use storage
times and conditions prior to use are the responsibility of the user and should not be 1@ than 24 hours
at 2 to 8°C.

6.4 Special precautionsfor storage §Q

Store in a refrigerator. Do not freeze. @
Keep the vials in the outer carton in order to protect from light. é

For storage conditions after reconstitution of the medicinal pn& )see section 6.3.

6.5 Nature and contents of container \O

O

Powder vial 9
20 ml clear type I glass vial with rubber stopnga'n lacquered flip-off aluminium seal containing 220 mg

rilonacept. (I
O

Solvent vial §
LDPE vials containing 5 ml water f @] ctions
Each pack contains: {

4 vials of powder for solutio fo@iection

4 vials of solvent \

8 disposable 3 ml syrin ®
8 disposable 27 gaug ‘&ch needles
6.6 Special pr@tionsfor disposal and other handling

Instructio@ reconstitution

Using aseptic technique, Rilonacept Regeneron powder should be reconstituted with 2.3 ml of solvent
(water for injections) prior to administration.

The 2.3 ml of solvent should be withdrawn from the solvent vial attached directly to a 3 ml syringe and
then injected into the powder vial for reconstitution using the 27 gauge, 4-inch needle (to obtain a final
reconstitution volume of 2.75 ml). The needle and syringe used for reconstitution with solvent should then
be discarded and should not be used for subcutaneous injections. After the addition of solvent, the vial
contents should be reconstituted by shaking the vial for approximately one minute and then allowing it to
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sit for one minute. The resulting 80 mg/ml solution is sufficient to allow a withdrawable volume of up to 2
ml for subcutaneous administration.

The reconstituted solution is viscous, clear and colourless to pale yellow. Prior to injection, the
reconstituted solution should be carefully inspected for any discolouration or particulate matter. If there is
discolouration or particulate matter in the solution, the product must not be used.

Instructions for administration

Using aseptic technique, the recommended dose volume, up to 2 ml (160 mg) of the solution, should be
withdrawn with a new 27 gauge, Y5-inch injection needle attached to a new 3 ml syringe for S@Jtaneous

injection.
Sites for subcutaneous injection, such as the abdomen, thigh, or upper arm, should be QQ d. Injections
should never be made at sites that are bruised, red, tender, or hard. O

of a trained healthcare professional. For subsequent self-administration by _pattents, appropriate instruction

The initial administration of Rilonacept Regeneron by a patient or caregiver be under the guidance
in proper injection technique should be provided and ability to apply thaque ascertained.

Disposal @

Each vial should be used for a single dose only. The vial sh@e discarded after withdrawal of the

solution. \

Patients or their caregivers should be instructed on é@propriate procedure for disposal of the vials,
needles, and syringes.

Any unused medicinal product or waste m&ff should be disposed of in accordance with local
requirements.
7. MARKETING AUTHOQATl ON HOLDER

Regeneron UK Limited ®

40 Bank Street X
E14 5DS Londo *\(/\
United Kingdom

8. MA&ETING AUTHORISATION NUMBER(S)

EU/1/09/582/001
0. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 23 October 2009
Date of latest renewal:
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10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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A. MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S) AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance

Regeneron Pharmaceuticals, Inc.
81 Columbia Turnpike, Rensselaer,
New York 12144

USA
Name and address of the manufacturer responsible for batch release b
Brecon Pharmaceuticals Ltd. . 66

Pharos House Q\
O

Wye Valley Business Park

Brecon Road, Hay-on-Wye \Q
Hereford HR3 5PG &
United Kingdom @

X

B. CONDITIONSOR RESTRICTIONS REGARDING @Y AND USE

<

Medicinal product subject to restricted medical prescripth& see Annex [: Summary of Product
Characteristics, section 4.2). QO

. Official batch release (3},

In accordance with Article 114 of Direc&%Ol/%/EC, the official batch release will be undertaken by a
state laboratory or a laboratory desig or that purpose.

\

C. OTHER CONDITI O\&S&D REQUIREMENTSOF THE MARKETING
AUTHORISATIONZ)

The Marketing Auth@ﬁon Holder (MAH) shall ensure that, prior to launch, all physicians who are

expected to pres use Rilonacept Regeneron are provided with a physician information pack

containing the ing:
o T mary of Product Characteristics
e Physician information

e Patient Alert Card

The physician information should contain the following key messages:
e The risk of serious infections, including opportunistic bacterial, viral and fungal infections in
patients treated with Rilonacept Regeneron;
e The risk of acute injection-related reactions;
e The need to instruct patients on proper techniques for self-administration when the patient is
willing and capable to do so, and guidance for Health Care Professionals on how to report
administration errors;
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e The identified or potential risk of immunogenicity that might lead to immune-mediated symptoms;

e The need for Health Care Professionals to perform an annual clinical assessment of patients
regarding a potential increased risk for the development of malignancies;

e The need to measure neutrophil counts prior to initiating treatment, after 1 to 2 months and
periodically thereafter while receiving Rilonacept Regeneron as treatment with Rilonacept
Regeneron should not be initiated in patients with neutropenia;

The need to monitor patients for changes in their lipid profiles;

e The unknown safety of Rilonacept Regeneron in pregnant and lactating women, thus the need for
physicians to discuss this risk with patients if they become or plan to become pregnant;

e The proper patient management as regards the interaction with vaccination;

e The possibility to include patients in the registry study to facilitate the collection of 1 term
efficacy and safety data; @

e The role and use of patient alert card. .\6

Pharmacovigilance system
The MAH must ensure that the system of pharmacovigilance presented in Mo@.&l of the Marketing
Authorisation, is in place and functioning before and whilst the medicinal p, is on the market.

(2

Pharmacovigilance Plan, as
risation and any subsequent updates
man Use (CHMP).

Risk Management Plan (RMP)
The MAH shall perform the pharmacovigilance activities detailed i
agreed in the RMP presented in Module 1.8.2 of the Marketing
of the RMP agreed by the Committee for Medicinal Products

As per the CHMP Guideline on Risk Management Syste&?or medicinal products for human use, the
updated RMP should be submitted at the same tim@e next Periodic Safety Update Report (PSUR).

In addition, an updated RMP should be submj
e When new information is received t%& y impact on the current Safety Specification,
Pharmacovigilance Plan or risk sation activities
¢ Within 60 days of an importa rmacovigilance or risk minimisation) milestone being reached
e At the request of the Europeﬁ edicines Agency.

PSURs

The PSUR cycle for the @nal product should follow a half-yearly cycle until otherwise agreed by the
CHMP.

. CONDITI OR RESTRICTIONSWITH REGARD TO THE SAFE AND EFFECTIVE
MEDICINAL PRODUCT

Not applicable.
o OBLIGATION TO CONDUCT POST-AUTHORISATION MEASURES

The MAH shall complete, within the stated timeframe, the following measures:

Description Duedate

The MAH shall submit an updated risk management plan (RMP) that adequately | Within a month
describes the additional pharmacovigilance activity of performing an embryo-foetal follpwmg the
developmental toxicity study in cynomolgus monkeys to further investigate the | Notifications of

18



potential risk of foetal defects.

the Commission
Decision

. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION M

EASURESFOR

THE MARKETING AUTHORISATION UNDER EXCEPTIONAL CIRCUMSTANCES

This being an approval under exceptional circumstances and pursuant to Article 14(8)

of Regulation (EC)

No 726/2004, the MAH shall conduct, within the stated timeframe, the following measures:

N
Description Duédate
The MAH is requested to provide regular safety and efficacy data from the Global ith PSUR

Registry for both adults and children. The fact that a limited number of paediatric {\

patients were included in the clinical studies combined with the lack of data on the
effect of long term IL-16 suppression is a concern in view of the orphan nature
condition. The continued collection of data should be maintained from the re
safety and efficacy in children; particularly risk of infection and possible j
of immune reactions such as response to vaccinations and growth. In addifioh the
MAH is requested to assess cases for which there is loss of efficacy thdetermine
whether this is due to changes over time in PK/PD or antibody d ment. The
MAH shall provide updates on the recruitment rates and any i diary results with
the PSURs. The patients should be included in the Registrygtil both following
conditions are met: 5 years recruitment period and 200 patients included.

on
ent

L 4

Further PK steady state exposure data (AUC, CmaX&)iuring steady state) especially
for paediatric subjects is required. The MAH ig reqiested to perform a PK study in

children.
N@)

30 September
2012

O
Q
(4
)

>

<
)
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PARTICULARSTO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

| 1 NAME OF THE MEDICINAL PRODUCT |

Rilonacept Regeneron 80 mg/ml powder and solvent for solution for injection

rilonacept

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) (‘7/;}' |
Each vial of powder contains 220 mg rilonacept. After reconstitution, each ml of solu@k contains 80 mg
rilonacept. O

| 3. LIST OF EXCIPIENTS § |

Also contains: glycine, arginine hydrochloride, histidine, histidine hydrochoride monohydrate
polyethylene glycol 3350, sucrose, and water for injections. @

| 4, PHARMACEUTICAL FORM AND CONTENTS (\V)
o'
Contains:

4 vials of powder containing 220 mg rilonace &Q
4 vials of 5 ml solvent &J

8 disposable 3 ml syringes Q
8 disposable 27-gauge, 1/2-inch need@

[5.  METHOD AND ROUTE(S)OF ADMINISTRATION

Powder and solvent for solution for injection.

Read the package leaflet bd@c\use.
Subcutaneous use. o
O
6. SPECIALMMRNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THESMEHT AND REACH OF CHILDREN

\"4
Keep out osxhe sight and reach of children.

[7. OTHER SPECIAL WARNING(S), IF NECESSARY |

8. EXPIRY DATE |

EXP

| 9. SPECIAL STORAGE CONDITIONS
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Store in a refrigerator. Do not freeze.
Keep the vials in the outer carton in order to protect from light.

10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

Any unused product or waste material should be disposed of in accordance with local requirements.

[11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOL DER

Regeneron UK Limited @b
40 Bank Street . 6

El14 5DS London .{\
O

United Kingdom

[12. MARKETING AUTHORISATION NUMBER(S) S

\J
EU/1/09/582/001 0

| 13. BATCH NUMBER A

\Z
Lot \OQ

| 14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescrip%

| 15. INSTRUCTIONSONUSE s\

O
®)
| 16. INFORMATION IN BR@(LE

A

Justification for not including Braille accepted.
. \K\
i

N
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PARTICULARSTO APPEAR ON THE IMMEDIATE PACKAGING

POWDER VIAL LABEL

| 1 NAME OF THE MEDICINAL PRODUCT

Rilonacept Regeneron 80 mg/ml powder for solution for injection

rilonacept

| 2. STATEMENT OF ACTIVE SUBSTANCE(S) b
Each vial contains 220 mg of rilonacept. When reconstituted, each ml solution contains g of
rilonacept. (

3. LIST OF EXCIPIENTS \\S‘\'

Also contains: glycine, arginine hydrochloride, histidine, histidine hydrov@}le monohydrate
polyethylene glycol 3350, sucrose

| 4. PHARMACEUTICAL FORM AND CONTENTS (@

¢
Powder for solution for injection.
220 mg rilonacept \O

|5.  METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use. (}

Subcutaneous use. to
A\

6. SPECIAL WARNING THATFHE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

X
Keep out of the sight and re@a of children.

‘\
[7. OTHER SRECIAL WARNING(S), IF NECESSARY

SO

| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator. Do not freeze.
Keep the vial in the outer carton in order to protect from light.
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10. SPECIAL PRECAUTIONSFOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALSDERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Regeneron UK Limited

40 Bank Street
E14 5DS London b
United Kingdom @
[12. MARKETING AUTHORISATION NUMBER(S) N\
N\
EU/1/09/582/001
N
| 13. BATCH NUMBER ®\.J
Lot é
FaN
| 14. GENERAL CLASSIFICATIONFORSUPPLY AM)
N
Medicinal product subject to medical prescription. \O
(@)
[ 15. INSTRUCTIONSON USE ON°
X,
N©@)
| 16. INFORMATION IN BRAILLENN\D

~N

Justification for not including Braillg accepted.

N
)
&
<
W\
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MINIMUM PARTICULARSTO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SOLVENT LABEL

| 1 NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Rilonacept Regeneron

[2.  METHOD OF ADMINISTRATION oY

Read the package leaflet before use. ﬁ\

3. EXPIRY DATE N

$
EXP @Q

<
4.  BATCH NUMBER oD

S

| 5. CONTENTSBY WEIGHT, BY VOLUMEN OR'BY UNIT

5 ml Q

|6. OTHER Y]

4
Water for injections. O

Q
&
3
.\(J

\“@b
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Package leaflet: Information for the user

Rilonacept Regener on 80 mg/ml powder and solvent for solution for injection
rilonacept

Read all of this leaflet carefully before you start using this medicine because it contains important
information for you.

- Keep this leaflet. You may need to read it again.

- Ifyou have further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them, even if

their signs of illness are the same as yours
- If you get any side effects, talk to your doctor or pharmacist. This includes any p& side effects
not listed in this leaflet.

What isin this leaflet: §
(o

What Rilonacept Regeneron is and what it is used for

What you need to know before you use Rilonacept Regener (
How to use Rilonacept Regeneron é
Possible side effects Q
How to store Rilonacept Regeneron Q
Contents of the pack and other information

Sl S

O

1 What Rilonacept Regeneron isand WQ{tjt tsused for

Rilonacept Regeneron is used to treat adults adolescents aged 12 years and older with severe
symptoms of Familial Cold Autoinflam: ry Syndrome (FCAS) and Muckle-Wells Syndrome (MWS).

Rilonacept Regeneron belongs t S[oup of medicines called interleukin inhibitors. Rilonacept Regeneron
blocks the activity of substances W€luding interleukin-1 beta (IL-1 beta). In patients with CAPS, the body
produces excessive amoun L-1 beta. This may lead to symptoms such as fever, headache, fatigue,
skin rash, or painful jqir@ muscles. By blocking the activity of IL-1 beta, Rilonacept Regeneron leads

to an improvement ir@ symptoms.
*

If you have any tions about how Rilonacept Regeneron works or why this medicine has been
prescribe(@@n, ask your doctor.

2. What'you need to know before you use Rilonacept Regeneron

Do not use Rilonacept Regeneron:

. if you are allergic to rilonacept or any of the other ingredients of this medicine (listed in section 6).
. if you have an active, severe infection.

Warnings and precautions

Talk to your doctor before using Rilonacept Regeneron.
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You should tell your doctor if you have:

. an infection;

. tuberculosis or you have been in close contact with someone who has had tuberculosis;
. a history of infections that keep coming back;

. been scheduled to receive any vaccines.

Children and adolescents
Rilonacept Regeneron is not recommended for children younger than 12 years of age.

Other medicines and Rilonacept Regeneron b
Tell your doctor or pharmacist if you are using, have recently used or might use any oth icines.

.{\

ercept, adalimumab, or

In particular, you should tell your doctor if you are using any of the below medici

e  Other medicines that block interleukin-1, such as anakinra or canakinumab

e Medicines called Tumour Necrosis Factor (TNF) inhibitors (such %&m
infliximab) predominantly used in rheumatoid and autoimmune dise

e Any other medicines for chronic disorders, as Rilonacept Regener, n% affect how the liver processes
some medicines, such as warfarin (a blood thinner). Your doc@ ay need to perform some tests and
adjust the dose of such medicines.

Pregnancy and breast-feeding \OQ

Rilonacept Regeneron has not been tested in pregnan{wpmen and should not be used during pregnancy
unless clearly necessary. You should not become pfenant and must use birth control while using
Rilonacept Regeneron and for at least six WeelaQbfter your last dose. If you are pregnant, think you may be
pregnant or are planning to have a baby, a%@yr doctor for advice before taking this medicine.

The safety of Rilonacept Regeneron i @ast-feeding women is unknown. If you are breast-feeding you
should ask your doctor for advice l:( using Rilonacept Regeneron.

Driving and using machine\Q
Some symptoms assogiafe ch CAPS or with Rilonacept Regeneron treatment, such as a spinning
sensation (known as Cs 0), may affect your ability to drive or use machines. If you feel a spinning

sensation, do not&?& r operate any tools or machines until you are feeling normal again.

Ask your d &urse or pharmacist for advice before taking any medicine.

3. How to use Rilonacept Regeneron

Always use this medicine exactly as your doctor has told you. Check with your doctor or pharmacist if
you are not sure.

Rilonacept Regeneron is intended for subcutaneous use. This means that it is injected through a short
needle into the fatty tissue just under the skin.

How much Rilonacept Regeneron to use
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Adults (including the elderly)

*  The starting dose is 2 injections of 2 millilitres (ml) solution each, given on the same day at 2 different
areas of the body.

»  After that, the recommended dose is 1 injection of 2 ml injected once weekly.

Adolescents (aged 12 to 17 years old)

The dose will depend on the body weight of the patient and will be different for each patient. Your doctor

will tell you how much medicine to inject.

* The starting dose is 4.4 milligrams per kilogram of body weight, up to 320 milligrams (mg), given as
one or two injections.

e After that, the recommended dose is 2.2 milligrams per kilogram, up to 160 mg, once wgekly on the

same day of the week.
In both cases your doctor will calculate the corresponding volume to inject. The d @f Rilonacept
Regeneron may need to be adjusted as the child grows. Talk with your doctor befor %akmg any dose
adjustments. O

How to inject Rilonacept Regeneron ‘&

Rilonacept Regeneron is injected under the skin (subcutaneously). The fir; t\'bction of Rilonacept
Regeneron should be given under the supervision of a trained healthcare @fessional. You or your
caregiver will receive adequate training on how to mix the powder t(golve to make a solution), prepare
the dose, and administer the injection. %

Please read the section “INSTRUCTIONS FOR USE O ACEPT REGENERON POWDER FOR
SOLUTION FOR INJECTION?” at the end of this leaﬂet\bu have questions, contact your doctor,
nurse, or pharmacist.

If you use more Rilonacept Regeneron than u&)uld
If you accidentally inject more Rilonacept &‘neron than the recommended dose, you should contact
your doctor right away.

If you forget to use Rilonacept R on

If you miss a dose of Rilonace generon and remember within a few days, inject it as soon as you
remember. The next dose sb%l‘l injected at the next regularly scheduled time. Do not inject a double
dose to make up for the f% ten dose. Do not inject Rilonacept Regeneron more frequently than once

weekly. N
8

4. Possible s fects
Like all n@nes, this medicine can cause side effects, although not everybody gets them.

You must tell your doctor right away if any of the following serious side effects occur while you are using
Rilonacept Regeneron:

* Seriousinfections. Tell your doctor right away if you develop symptoms of an infection while being
treated with Rilonacept Regeneron, such as:
- fever lasting longer than 3 days, or any other symptoms possibly related to an infection, such as
prolonged cough, prolonged headache or localised redness, warmth or swelling of your skin.
You must stop treatment with Rilonacept Regeneron if you develop a severe infection.
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* Allergic reactions. If you develop signs of an allergic (hypersensitivity) reaction during treatment with
Rilonacept Regeneron (such as chest tightness, wheezing, trouble breathing, severe dizziness or light-
headedness, swelling of lips, or rash during or after the injection) then stop taking Rilonacept Regeneron
and tell your doctor right away.

Very common side effects (affects 1 or more users in 10)
» Reactions at injection site (such as redness, swelling, itching, and bruising at the injection site)
» Upper respiratory infection
* Sinus infection
* Headache

Common side effects (affects 1 to up to 10 users in 100) b
* Viral infection 66

* Bronchitis (\
» Skin, eye, or ear infection O
» Tiredness (fatigue) Q

* Increased blood pressure

X
¢ Pneumonia Q
°

* Stomach/Intestinal infection
¢ Dizziness

* Flushing
 Allergic reaction Q
* Anxiety Q

» Being unable to sleep (insomnia) \O

Uncommon side effects (affects 1 to up to 10 users<\Q00)
* Meningitis
* Inflammation of the eye (iritis) é’

Changes in your blood cholesterol leve@ n your blood counts may also occur. These will be monitored

by your doctor. (O

If you get any side effects, t%ﬁ@)ur doctor or pharmacist. This includes any possible side effects not
listed in this leaflet. ®

O\Q
5 Howtodt ’e@}bnacept Regeneron

Keep this %@ne out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and vial label after EXP. The
expiry date refers to the last day of that month.

Store in a refrigerator. Do not freeze.
Keep the vials in the outer carton in order to protect from light.
After preparing the Rilonacept Regeneron solution, it is best if used right away because it does not contain

a preservative. If necessary, the product may be kept at room temperature, but should be used within 3
hours of mixing.
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The solution is viscous, clear and colourless to pale yellow. Prior to injection, the solution should be
carefully inspected for any discolouration or particulate matter. If there is discolouration or particulate
matter in the solution, the product must not be used.

Do not throw any medicines via wastewater or household waste. Ask your pharmacist how to throw away
medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What Rilonacept Regeneron contains b
- The active substance is rilonacept. Each vial of powder contains 220 mg %iz!acept. After
reconstitution, each ml of solution contains 80 mg rilonacept. (\
- The other ingredients in the powder are glycine, arginine hydrochlende] histidine, histidine
hydrochloride monohydrate, polyethylene glycol 3350 and sucrosg{ The solvent is water for
injections.

What Rilonacept Regeneron looks like and contents of the pack (

- Rilonacept Regeneron is provided as a powder for solutj @ injection in a glass vial. The powder
is white to off-white. 6

- Solvent is provided in a 5 ml transparent plasticdal contalmng 5 ml water for injections. The
solvent is a colourless liquid. Q

Each pack contains:

4 vials of powder for solution for injectéo

4 v@als of solvent _ (O

8 disposable 3-ml syringes
8 disposable 27-gauge, '2-inch needles

Marketing Authorisaﬂ@@lder

40 Bank Street

E14 5DSL
United K@m

Manufacturer

Brecon Pharmaceuticals Ltd
Wye Valley Business Park
Hay-on-Wye

HR3 5PG Hereford

United Kingdom

Regeneron UK L&Q

Thisleaflet was last revised in
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This medicine has been given ‘conditional approval’. This means that there is more evidence to come
about this medicine.

The European Medicines Agency will review new information on this medicine at least every year and
this leaflet will be updated as necessary.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

This leaflet is available in all EU/EEA languages on the European Medicines Agency websiteb
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INSTRUCTIONS FOR USE OF RILONACEPT REGENERON POWDER FOR SOLUTION FOR
INJECTION

See also section 3, “How to inject Rilonacept Regeneron.”

Read these instructions all the way through before beginning.

Supplies needed:

The following items are included in each Rilonacept Regeneron dose pack:

« 8 sterile, 3-ml disposable syringes @b

* 8 sterile, disposable needles (27-gauge, 2-inch) . 6

* 4 vials of Rilonacept Regeneron powder (\

* 4 vials of sterile water (solvent) O
You will also need to obtain these items from your pharmacist, which are n@ed in the Rilonacept
Regeneron dose pack: @

* Alcohol wipes é

» Gauze pads

* A puncture-resistant container for disposal of dles, syringes, and vials
Ask your pharmacist for these supplies. \O
General guidelineswhen giving a Rilonacept Re@qeron injection:

e Check the expiration date (month and y Qpn the Rilonacept Regeneron carton and vial. It is stated
on the vial label and carton after “E o not use Rilonacept Regeneron after the expiry date. The
expiry date refers to the last date month,

* Do not touch the needles or th er stopper on the Rilonacept Regeneron vial with your hands. If
you do touch the rubber sto ,'clean it with a fresh alcohol wipe.

* Ifyou touch a needle or the needle touches any surface, throw away the entire syringe into your
puncture-resistant cont@r and start over with a new syringe.

* Do not reuse nee syringes.

* To protect yours€lf And others from possible needle sticks, it is very important to throw away every
syringe, wit eedle attached, in the puncture-resistant container right after use. Do not try to
recap the e

STEP 1. ﬁ]g up for an injection
1. Wash your hands thoroughly.

2. Put the following items on a clean flat surface (see Figure 1):
» 2 sterile, 3-ml disposable syringes
* one used for adding the sterile water (solvent) to the Rilonacept Regeneron powder
* one used for injection
* 2 sterile, disposable needles (27-gauge, /2-inch)
* one used for adding the sterile water (solvent) to the Rilonacept Regeneron powder
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* one used for injection
* 1 vial of Rilonacept Regeneron powder
* 1 vial of sterile water (solvent)
* 3 alcohol wipes
* 1 gauze pad
* 1 puncture-resistant container for disposal of used needles, syringes and vials

-
.

Needles
with caps ||| E

/6/5 oo | D{\%@

Syringes Rilonacept Solvent
Regeneron (sterile water for Gauze  Puncture-
vial injections) vial restistant

container
O
Figurel ( @
<

STEP 2: Preparing the vial of Rilonacept Regeneron pow Q

1.

2.

3.

Remove the plastic cap from the Rilonacept Regerkron vial.

Clean the top of the Rilonacept Regeneron V@Nith a fresh, never-used alcohol wipe, wiping in one
direction around the top.

Set the vial aside. 60

STEP 3: Filling a syringe with S(@Nater for injection (solvent)

1.

2.

Snap off the plastic ta@% top of the vial containing sterile water for injection (solvent).

Open the wrapp@ contains a 27-gauge needle by pulling apart the tabs. Place the capped needle
on a clean surf@ pen the wrapper that contains a syringe by pulling apart the tabs.

Attac osed top of the sterile water vial to the top of a syringe by twisting the syringe onto
th sterile water (solvent) (see Figure 2).
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Figure2 b

Hold the vial with the sterile water (solvent) in one hand and the syringe in the qt nd.
Carefully turn the vial upside down. While holding the syringe at eye level, sl b& ull the syringe
plunger back to the 2.5-ml line so that the sterile water (solvent) moves fron@ ial into the
syringe (see Figure 3).

N
O

Remove the vial from th thge. Hold the barrel of the syringe with one hand and twist the
27-gauge needle onto% tip of the syringe with the other hand until it fits snugly (see Figure 4).

o

Figure3

Figure4
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6. Turn the syringe so that the needle is facing straight up. Pull the needle cap straight off. Do not twist
the needle or the cap as you pull it off. Gently tap the syringe until air bubbles rise to the top of the

syringe (see Figure 5).
£2 /
{\6
Figure5 §Q
7. Point the syringe and needle straight upward. The sterile water shot¥d be at the 2.3-ml line (see
Figure 6). If there is more sterile water in syringe, then push yringe plunger to force out sterile
water until the water reaches the 2.3-ml line. 0‘

O
b\ Figure6
STEP 4: @%ng Rilonacept Regeneron powder with the sterile water for injection (solvent)
1. With one hand, hold the Rilonacept Regeneron powder vial on a firm surface.
2. With the other hand, take the syringe with the sterile water (solvent) and slowly insert the needle
straight down through the centre of the rubber stopper of the Rilonacept Regeneron powder vial.

Push the syringe plunger down all the way so that the sterile water (solvent) in the syringe flows
into the vial (see Figure 7).
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O
Figure?7 . 66

and sterile water (solvent) vial in the puncture-resistant container. Do ng o put the needle cover

3. Remove the syringe and needle from the stopper and throw away the syrin @Sched to the needle
back on the needle. Q&

with your thumb and a finger at the top and bottom of the vi d quickly shake the vial back and

4. Hold the vial containing the mixture of powder and sterile Wateg (s@ent) sideways (not upright)
forth (side-to-side) for about 1 minute. g

5. Put the vial back on the table and let the vial sit fO\ Ql minute.
6. Check if the vial contains any particles or clum@)f powder that have not dissolved.

7. If the powder has not completely dissolv€d, shake the vial quickly back and forth for 30 seconds
more. Let the vial sit for about 1 minb

8. Repeat step 7 until the powder 4 Qipletely dissolved and the solution is clear.

9. The dissolved Rilonacept?&neron solution should be a thick, clear liquid, colourless to pale
yellow. Do not use the\Qlu n if it is discoloured or cloudy, or if it contains small particles (see

Figure 8). (\fb

*

NOTE: Contact your@rmacy to report any dissolved Rilonacept Regeneron that is discoloured or
contains particle
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10.

Figure8

It is best to move to the next step and inject the medicine immediately after dissolving the
Rilonacept Regeneron powder in the sterile water (solvent). If necessary, the product may be kept at
room temperature (20 to 25°C) for no more than 3 hours. Keep Rilonacept Regeneron away from
light.

STEP 5: Preparing theinjection

L.

Hold the vial with the solution on a firm surface and wipe the top of the vial with a nev@ohol

wipe. @

*
Open a wrapper containing a new, sterile, disposable needle. Open a wrapper c@a ing a new,
disposable syringe. Attach the needle securely to the syringe without removi@t e needle cover.

to the mark that is equal to the volume of the solution that your do s prescribed for you to

Hold the syringe upright at eye level. With the needle cover on, pull bﬁ&?he plunger on the syringe
inject, filling the syringe with air (see Figure 9).

<
R4

l

N
@b
Q
Qo
.\(J\ Figure9

Remow@eedle cover and be careful not to touch the needle. Keep the vial on a flat surface and
slo@o ert the needle straight down through the stopper. Push the plunger down and inject all the
air inte the vial (see Figure 10).

U]
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‘(\O
Figure 10 &

Hold the vial in one hand and the syringe in the other hand and ar Ily turn the vial upside down
so that the needle is pointing straight up. Hold the vial at ey

Keep the tip of the needle in the liquid and slowly pull{@n the plunger to the mark on the
syringe that matches the amount of medicine pres I‘l@ y your doctor (see Figure 11).

2

>

& _
b\(/
Figure1l

Tarﬁyringe until the air bubbles rise to the top of the syringe. Then slowly and gently, push in
the plunger so that all of the air is pushed through the needle.

Check to make sure that you have the amount of medicine prescribed by your doctor in the syringe.

Throw away the vial in the puncture-resistant container even if there is some medicine left in the
vial. Do not use any vial of Rilonacept Regeneron more than one time.
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10.  Hold the syringe and needle in your hand ready for injecting. Do not touch the needle with your
hands or allow it to come into contact with any surfaces. Proceed with the injection as described in
Step 6 below.

STEP 6: Giving theinjection

I. Rilonacept Regeneron is injected into the tissue directly below the layers of skin. It is not meant to
go into any muscle, vein, or artery.

Wheretoinject
Inject in a different place each time in order to keep your skin healthy. b

*
Changing injection sites helps to prevent irritation and allows the medicine to b{be%er absorbed.
Ask your doctor any questions that you have about rotating injection sites. O
* Do not inject into skin that is tender, red, or hard. If an area is ’sdgor feels hardened,
choose another site for injection until the tenderness or “har ” goes away.

* Tell your doctor about any skin reactions including réss, swelling, or hardening of the

skin. %Q

* Areas where you may inject Rilonacept R @ include the left and right sides of the
abdomen, and left and right thighs. If someggse se is giving you the injection, the upper arms
may also be used for injection (see Figul@Z):

(Do not inject within a 5-cm area¥round the navel.)

Figure 12

2. Choose the area for the injection. Clean the area in a circular motion with a new alcohol wipe.
Begin at the centre of the site and move outward. Let the alcohol air dry completely. Do not touch
this area again before injecting.
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Hold the syringe in one hand like you would hold a pencil.

With the other hand gently pinch a fold of skin around the site that you cleaned for injection.

Use a quick “dart like” motion to insert the needle straight into the skin (90° angle) (see Figure
13a). Do not push down on the plunger while inserting the needle into the skin. For small children

or persons with little fat under the skin, you may need to hold the syringe and needle at a 45° angle
(see Figure 13b).

Figure 13b (Small Children, Thin Patients)
After the needle is completely in the skin, let go of the skin that you are pinching.
With your free hand hold the syringe near its base. Gently pull back the plunger. If blood comes

into the syringe, the needle has entered a blood vessel. Remove the needle, discard the syringe and
needle. Start over with ‘STEP 1: Setting up for an injection’ using new supplies.
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10.

11.

12.

If no blood appears, inject all the medicine in the syringe at a slow, steady rate, pushing the plunger
all the way down. It may take up to 30 seconds to inject the entire dose.

Pull the needle out of the skin, and hold a piece of sterile gauze over the injection site for several
seconds.

Do not replace the needle cover. Throw away the vials, used syringes and needles in the puncture-
resistant container. Do not recycle the container. Do not throw away vials, needles, or syringes in
the household rubbish.

Keep the puncture-resistant container out of reach of children. When the container is al:@ two-
thirds full, dispose of it as instructed by your doctor or pharmacist. @

Used alcohol wipes can be thrown away in the household rubbish. \6
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The following information is intended for medical or healthcare professionals only and is provided as a
tear-off leaflet:

Indication

Rilonacept Regeneron is indicated for the treatment of Cryopyrin-Associated Periodic Syndromes (CAPS)
with severe symptoms, including Familial Cold Autoinflammatory Syndrome (FCAS) and Muckle-Wells
Syndrome (MWS), in adults and children aged 12 years and older.

Posology b

Adults

Treatment in adults should be initiated with a loading dose of 320 mg. Dosing shoul ntlnued with a
once-weekly injection of 160 mg. Rilonacept Regeneron should not be given more than once
weekly.

Paediatric population (12 to 17 years old) Q
Treatment should be initiated with a loading dose of 4.4 mg/kg, up to a n@mum of 320 mg. Dosing
should be continued with a once-weekly injection of 2.2 mg/kg, up maximum of 160 mg (see Table

speak to the treating physician before adjusting the dose. The nce in children is limited. In the

1). Dosing in children must be adjusted as the child grows. The or care giver should be advised to
clinical program for CAPS, 8 adolescents aged 12-17 were@@eéd for up to 18 months.

Paediatric population (up to 12 years old) g]
No data are available on the use of Rilonacept Re in children with CAPS under 12 years of age,
therefore it is not recommended in this paedla% group.

Elderly (65 yearsold or older)

Available data indicate that dose modifi 1s not required based on advanced age. However, clinical
experience in patients above 65 ye imited, therefore caution is recommended.

Renal impairment

No dose adjustment is requj \Nn patients with mild, moderate or severe renal impairment, or end stage
renal disease. However, &&ﬂ experience in such patients is limited.

Hepatic impair mef (J
Rilonacept Re% n has not been studied in patients with hepatic impairment.

Method o inistration
Rilonacept Regeneron is for subcutaneous use only. It is not intended for intravenous or intramuscular use.

The adult loading dose should be administered as two 2 ml subcutaneous injections (320 mg of rilonacept
in total) given on the same day at different sites. The subsequent doses are administered as a 2 ml (160 mg
of rilonacept) subcutaneous injection once a week.

For paediatric patients, the dose is delivered as one or two (for loading dose) subcutaneous injections with
a maximum single-injection volume of 2 ml.
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For convenience, the corresponding dose volume for weekly injection in paediatric patients is presented in
Table 1 below.

Table 1: Rilonacept Regeneron dose volume (after reconstitution) by body weight for paediatric patients,
aged 12-17 years

Weight range (kg) Dose volume (ml)
23.6t027.2 0.7
27.3 t0 30.8 0.8
30.9t0 344 0.9
34.5t0 38.1 1
3821041.7 11 b
41.8t045.4 1.2

45.5t049.0 1.3 *
&

49.1 to 52.6 1.4

52710 56.3 15

56.4 t0 59.9 1.6 s&
60.0 to 63.5 1.7 \}
63.6 to 67.2 1.8 fb

67.3 to 70.8 1.9

70.9 or greater 2 é

\OQ

Store in a refrigerator. Do not freeze. O

Special precautionsfor storage

Keep the vials in the outer carton in order to protectrom light.

After reconstitution, if necessary the productiay be kept at room temperature, but should be used within
three hours of reconstitution because it 0§s not contain a preservative.

Reconstitution and administra@&nstructions

Instructions for reconstitut@

Using aseptic techni E@onacept Regeneron powder should be reconstituted with 2.3 ml solvent (water
for injections) pr§fdministration.

The 2.3 ml @drent should be withdrawn from the solvent vial attached directly to a 3-ml syringe and
then injectedirito the powder vial for reconstitution with 27-gauge, '2-inch needle (to obtain a final
reconstitution volume of 2.75 ml). The needle and syringe used for reconstitution with solvent should then
be discarded and should not be used for subcutaneous injections. After the addition of solvent, the vial
contents should be reconstituted by shaking the vial for approximately one minute and then allowing it to
sit for one minute. The resulting 80 mg/ml solution is sufficient to allow a withdrawable volume of up to 2
ml for subcutaneous administration.

The reconstituted solution is viscous, clear and colourless to pale yellow. Prior to injection, the

reconstituted solution should be carefully inspected for any discolouration or particulate matter. If there is
discolouration or particulate matter in the solution, the product must not be used.
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Instructions for administration

Using aseptic technique, the recommended dose volume, up to 2 ml (160 mg) of the solution should be
withdrawn with a new 27-gauge, 4-inch injection needle attached to a new 3-ml syringe for subcutaneous
injection.

Sites for subcutaneous injection, such as the abdomen, thigh, or upper arm, should be rotated. Injections
should never be made at sites that are bruised, red, tender, or hard.

The initial administration of Rilonacept Regeneron by a patient or caregiver should be under the guidance
of a trained healthcare professional. For subsequent self-administration by patients, appropriafg,instruction
in proper injection technique should be provided and ability to apply that technique ascertai

Disposal {\6
Each vial should be used for a single dose only. The vial should be discarded aS@@hdrawal of the

solution. &

Patients or their caregivers should be instructed on the appropriate proce@ for disposal of the vials,
needles, and syringes.
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