Fraizeron® (secukinumab)

150 mg Powder for solution for injection
300 mg/2 mL Solution for injection in a pre-filled pen
150 mg/1 mL Solution for injection in a pre-filled pen

LEAFLET
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Trade name
Fraizeron 150 mg powder for solution for injection
Fraizeron 300 mg/2 mL solution for injection

Fraizeron 150 mg/1 mL solution for injection

Description and composition

Pharmaceutical forms

Powder for solution for injection

The powder is a white solid lyophilisate in a 6 mL glass vial.
Solution for injection in a pre-filled pen

The solution is colorless to slightly yellow.

Active substance

Each vial of powder for solution for subcutaneous injection contains 150 mg of secukinumab
when reconstituted with 1 mL water for injection.

Each 2 mL pre-filled pen contains 300 mg secukinumab.

Each 1 mL pre-filled pen contains 150 mg secukinumab.

Secukinumab is a recombinant fully human monoclonal antibody selective for interleukin-17A.
Secukinumab is of the IgG1/k-class produced in Chinese Hamster Ovary (CHO) cells.
Excipients

Powder for solution for subcutaneous injection: Sucrose, L-histidine, L-histidine
hydrochloride monohydrate, polysorbate 80, water for injection.

Solution for injection (pre-filled pen): Trehalose dihydrate, L-histidine/histidine
hydrochloride monohydrate, L-methionine, polysorbate 80, water for injection.

Indications

Plaque psoriasis

Fraizeron is indicated for the treatment of moderate to severe plaque psoriasis in patients 6 years
and older who are candidates for systemic therapy or phototherapy.

Psoriatic arthritis

Fraizeron, alone or in combination with methotrexate (MTX), is indicated for the treatment of
active psoriatic arthritis in adult patients when the response to previous disease-modifying anti-
rheumatic drug (DMARD) therapy has been inadequate.
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Axial spondyloarthritis (axSpA) with or without radiographic damage
Ankylosing spondylitis (AS) / axSpA with radiographic damage

Fraizeron is indicated for the treatment of active ankylosing spondylitis in adults who have
responded inadequately to conventional therapy.

Non-radiographic axial spondyloarthritis (nr-axSpA) / axSpA without radiographic
damage

Fraizeron is indicated for the treatment of adult patients with active non-radiographic axial
spondyloarthritis with objective signs of inflammation who have responded inadequately to
conventional therapy.

Juvenile Idiopathic Arthritis (JIA)

Enthesitis-Related Arthritis (ERA)

Fraizeron is indicated for the treatment of active enthesitis-related arthritis in patients 6 years
and older.

Juvenile Psoriatic Arthritis (JPsA)

Fraizeron is indicated for the treatment of active juvenile psoriatic arthritis in patients 6 years
and older.

Hidradenitis Suppurativa (HS)

Fraizeron is indicated for the treatment of active moderate to severe hidradenitis suppurativa
(acne inversa) in adults with an inadequate response to conventional systemic HS therapy.

Dosage regimen and administration

Dosage regimen
Plaque psoriasis
Adult patients

The recommended dose is 300 mg by subcutaneous injection with initial dosing at Weeks 0, 1,
2, 3, and 4 followed by monthly maintenance dosing. Based on clinical response, a maintenance
dose of 300 mg every 2 weeks may provide additional benefit for patients with a body weight
of 90 kg or higher. Each 300 mg dose is given as one subcutaneous injection of 300 mg or as
two subcutaneous injections of 150 mg.

Pediatric patients

The recommended dose is based on body weight (Table 1) and administered by subcutaneous
injection with initial dosing at Weeks 0, 1, 2, 3, and 4 followed by monthly maintenance dosing
(every 4 weeks). Each 75 mg dose is given as one subcutaneous injection of 75 mg. Each
150 mg dose is given as one subcutaneous injection of 150 mg. Each 300 mg dose is given as
one subcutaneous injection of 300 mg or as two subcutaneous injections of 150 mg.
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Table 1 Recommended dose of Fraizeron for pediatric plaque psoriasis

Body weight at time of dosing Recommended Dose

<25 kg 75 mg

25 to <50 kg 75 mg (*may be increased to 150 mg)

250 kg 150 mg (*may be increased to 300 mg)

*Some patients may derive additional benefit from the higher dose.

Psoriatic arthritis

The recommended dose is 150 mg by subcutaneous injection with initial dosing at Weeks 0, 1,
2, 3, and 4 followed by monthly maintenance dosing. Based on clinical response, the dose can
be increased to 300 mg.

For patients with concomitant moderate to severe plaque psoriasis, the dosage and
administration for adult plaque psoriasis is recommended.

For patients who are anti-TNF-alpha inadequate responders (IR), the recommended dose is 300
mg by subcutaneous injection with initial dosing at Weeks 0, 1, 2, 3, and 4 followed by monthly
maintenance dosing. Each 300 mg dose is given as one subcutaneous injection of 300 mg or as
two subcutaneous injections of 150 mg.

Axial spondyloarthritis (axSpA)
Ankylosing spondylitis (AS)

The recommended dose is 150 mg by subcutaneous injection with initial dosing at Weeks 0, 1,
2, 3, and 4 followed by monthly maintenance dosing. Based on clinical response, the dose can
be increased to 300 mg.

Each 300 mg dose is given as one subcutaneous injection of 300 mg or as two subcutaneous
injections of 150 mg.

Non-radiographic axial spondyloarthritis (nr-axSpA)

The recommended dose is 150 mg by subcutaneous injection with initial dosing at Weeks 0, 1,
2, 3, and 4 followed by monthly maintenance dosing.

Juvenile Idiopathic Arthritis (JIA)

Enthesitis-Related Arthritis (ERA) and Juvenile Psoriatic Arthritis (JPsA)

The recommended dose is based on body weight. For patients weighing < 50 kg the dose is
75 mg. For patients weighing > 50 kg the dose is 150 mg. Fraizeron is administered by
subcutaneous injection at Weeks 0, 1, 2, 3, and 4 followed by monthly maintenance dosing
(every 4 weeks). Each 75 mg dose is given as one subcutaneous injection of 75 mg. Each
150 mg dose is given as one subcutaneous injection of 150 mg.
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Hidradenitis Suppurativa

The recommended dose is 300 mg of secukinumab by subcutaneous injection with initial dosing
at weeks 0, 1, 2, 3, and 4, followed by monthly (every 4 weeks) maintenance dosing. Based on
clinical response, the maintenance dose can be increased to 300 mg every 2 weeks.

Each 300 mg dose is given as two subcutaneous injection of 150 mg.
Special populations

Renal impairment / hepatic impairment

Fraizeron has not been studied specifically in these patient populations.

Pediatric patients

Safety and effectiveness in pediatric patients with plaque psoriasis and in the JIA categories of
ERA and JPsA below the age of 6 years have not yet been established.

Safety and effectiveness in pediatric patients below the age of 18 years in other indications have
not yet been established.
Geriatric patients (65 years or above)

No dose adjustment is required.

Method of administration
Powder for solution for injection

Fraizeron is administered by subcutaneous injection. Fraizeron powder for solution must be
reconstituted before use. Full instructions for use are provided in section Pharmaceutical
information.

Pre-filled pen

Fraizeron is administered by subcutaneous injection. If possible, areas of the skin that show
psoriasis should be avoided as injection sites.

After proper training in subcutaneous injection technique, patients may self-inject Fraizeron or
be injected by a caregiver if a physician determines that it is appropriate. However, the physician
should ensure appropriate follow-up of patients.

Patients and/or caregivers should be instructed to inject the full amount of Fraizeron according
to the instructions provided in the package leaflet. Comprehensive instructions for
administration are given in the package leaflet.

Full instructions for use are provided in section Pharmaceutical information.
Contraindications

Severe hypersensitivity reactions to the active substance or to any of the excipients (see section
Description and composition, Warnings and precautions and Adverse drug reactions).
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Warnings and precautions

Infections

Fraizeron has the potential to increase the risk of infections. In clinical studies, infections have
been observed in patients receiving Fraizeron (see section Adverse drug reactions). Most of
these were mild or moderate.

Caution should be exercised when considering the use of Fraizeron in patients with a chronic
infection or a history of recurrent infection.

Patients should be instructed to seek medical advice if signs or symptoms suggestive of an
infection occur. If a patient develops a serious infection, the patient should be closely monitored
and Fraizeron should not be administered until the infection resolves.

Pre-treatment evaluation for tuberculosis

Tuberculosis (active and/or latent reactivation) can occur in patients treated with Fraizeron.
Patients should be evaluated for tuberculosis infection prior to initiating treatment with
Fraizeron. Fraizeron should not be given to patients with active tuberculosis. Initiation of
treatment for latent tuberculosis should be considered prior to administering Fraizeron. Anti-
tuberculosis therapy should be considered prior to initiation of Fraizeron in patients with a past
history of latent or active tuberculosis in whom an adequate course of treatment cannot be
confirmed. Patients should be closely monitored for signs and symptoms of active tuberculosis
during and after treatment.

Hepatitis B reactivation

Hepatitis B virus reactivation can occur in patients treated with Fraizeron. In accordance with
clinical guidelines for immunosuppressants, testing patients for HBV infection is to be
considered before initiating treatment with Fraizeron. Fraizeron should not be given to patients
with active hepatitis B. Patients with evidence of positive HBV serology should be monitored
for clinical and laboratory signs of HBV reactivation during Fraizeron treatment. If reactivation
of HBV occurs while on Fraizeron, discontinuation of the treatment should be considered, and
patients should be treated according to clinical guidelines.

Inflammatory Bowel Disease (IBD)

Caution should be exercised, when prescribing Fraizeron to patients with inflammatory bowel
disease (e.g. Crohn’s disease and ulcerative colitis) as exacerbations of IBD, in some cases
serious, were observed in clinical studies in both Fraizeron and placebo groups.

In addition, cases of new onset IBD have been reported with post-marketing use.

Patients who are treated with Fraizeron and have IBD should be followed closely.

Hypersensitivity reactions

In clinical studies, rare cases of anaphylactic reactions and angioedema have been observed in
patients receiving Fraizeron. Angioedema cases have also been reported in the post-marketing
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setting. If an anaphylactic or other serious allergic reaction occurs, administration of Fraizeron
should be discontinued immediately and appropriate therapy initiated.
Eczematous eruptions

In post-marketing reports, cases of severe eczematous eruptions, including dermatitis-like
eruptions, dyshidrotic eczema, and erythroderma (exfoliative dermatitis), were reported in
patients receiving Fraizeron; some cases resulted in hospitalization (see section Adverse drug
reactions). The onset of eczematous eruptions was variable, ranging from days to months after
the first dose of Fraizeron.

Treatment with Fraizeron may need to be discontinued to resolve the eczematous eruption.
Some patients were successfully treated for eczematous eruptions while continuing Fraizeron.
Latex-sensitive individuals — 1 mL pre-filled pen

The removable caps of the Fraizeron 1 mL pre-filled pen, contain a derivative of natural rubber
latex. Although no natural rubber latex is detected in the cap, the safe use of Fraizeron pre-filled
pen in latex-sensitive individuals has not been studied.

Vaccinations

Live vaccines should not be given concurrently with Fraizeron (see also section Interactions).
Patients receiving Fraizeron may receive concurrent inactivated or non-live vaccinations.

In a study, after meningococcal and inactivated influenza vaccinations, a similar proportion of
patients treated with Fraizeron and patients treated with placebo were able to mount an adequate
immune response of at least a 4-fold increase in antibody titers to meningococcal and influenza
vaccines. The data suggest that Fraizeron does not suppress the humoral immune response to
the meningococcal or influenza vaccines.

Prior to initiating therapy with Fraizeron, it is recommended that pediatric patients receive all
age-appropriate immunizations as per current immunization guidelines.

Adverse drug reactions

Summary of the safety profile

Over 20,000 patients have been treated with Fraizeron in blinded and open-label clinical studies
in various indications (plaque psoriasis and other autoimmune conditions), representing 34,908
patient years of exposure.

Of these, over 14,000 patients were exposed to Fraizeron for at least one year.

Adverse reactions in plaque psoriasis

Adult patients

Four placebo-controlled phase III studies in plaque psoriasis were pooled to evaluate the safety
of Fraizeron in comparison to placebo up to 12 weeks after treatment initiation. In total, 2,076
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patients were evaluated (692 patients on 150 mg, 690 patients on 300 mg and 694 patients on
placebo).

The most frequently reported adverse drug reactions (ADRs) were upper respiratory tract
infections (most frequently nasopharyngitis, rhinitis). Most of the events were mild or moderate
in severity.

In the placebo-controlled period of plaque psoriasis phase III studies the proportion of patients
who discontinued treatment due to adverse events was approximately 1.2% in the Fraizeron arm
and 1.2% in the placebo arm.

ADRs from clinical studies (Table 2) are listed by MedDRA system organ class. Within each
system organ class, the ADRs are ranked by frequency, with the most frequent reactions first.
Within each frequency grouping, adverse drug reactions are presented in order of decreasing
seriousness. In addition, the corresponding frequency category for each adverse drug reaction
is based on the following convention (CIOMS III): very common (>1/10); common (>1/100 to
<1/10); uncommon (>1/1,000 to <1/100); rare (>1/10,000 to <1/1,000); very rare (<1/10,000).

Table 2 Percentage of patients with adverse drug reactions in psoriasis
clinical studies”

Secukinumab
. 300 mg 150 mg Placebo Frequemg(
Adverse drug reactions (N=694) category
(N=690) (N=692) n (%)
n (%) n (%)

Infections and infestations
Upper respiratory tract infections 117 (17.0) 129 (18.6) 72 (10.4) Very common

e Nasopharyngitis 79 (11.4) 85 (12.3) 60 (8.6) Very common

e Upper respiratory tract infection 17 (2.5) 22 (3.2) 5(0.7) Common

e Rhinitis 10 (1.4) 10 (1.4) 5(0.7) Common

e  Pharyngitis 8(1.2) 7 (1.0) 0(0) Common

e  Sinusitis 3(0.4) 6 (0.9) 1(0.1) Uncommon

e  Tonsillitis 4 (0.6) 4 (0.6) 3(0.4) Uncommon
Oral herpes 9(1.3) 1(0.1) 2(0.3) Common
Oral candidiasis 4 (0.6) 1(0.1) 1(0.1) Uncommon
Tinea pedis 5(0.7) 5(0.7) 0 (0) Uncommon
Blood and lymphatic system disorders
Neutropenia ‘ 2(0.3) | 1(0.1) ‘ 0(0) ‘ Uncommon
Eye disorders
Conjunctivitis ‘ 5(0.7) | 2(0.3) ‘ 1(0.1) ‘ Uncommon
Respiratory, thoracic and mediastinal disorders
Rhinorrhoea ‘ 8(1.2) | 2(0.3) ‘ 1(0.1) ‘ Common
Gastrointestinal disorders
Diarrhoea 28 (4.1) 18 (2.6) 10 (1.4) Common
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Secukinumab

Placebo Frequency

Adverse drug reactions 300 mg 150 mg (N=694) category?
(N=690) (N=692) n (%)
n (%) n (%)

Skin and subcutaneous tissue disorders
Urticaria 4 (0.6) 8(1.2) 1(0.1) Common
Dermatitis (including eczema) 34 12 (1.7) 8(1.2) 3(0.4) Common
Dyshidrotic eczema?® 1(0.1) 1(0.1) 0(0) Uncommon

1) placebo-controlled clinical studies (phase Ill) in plaque psoriasis patients exposed to 300 mg, 150 mg or
placebo up to 12-weeks treatment duration

2) ADR frequencies are based upon the highest percentage rate seen in any of the secukinumab groups

3) ADR added based on postmarketing reports. Frequency determined based on placebo-controlled clinical
studies (phase lll) in plaque psoriasis patients.

4) These events are related to Eczematous eruptions.
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Pediatric patients

The safety of Fraizeron was assessed in two phase III studies in pediatric patients with plaque
psoriasis. The first was a double-blind, placebo-controlled study of 162 patients from 6 to less
than 18 years of age with severe plaque psoriasis. The second is an open-label study of
84 patients from 6 to less than 18 years of age with moderate to severe plaque psoriasis. The
safety profile reported in these studies was consistent with the safety profile reported in adult
plaque psoriasis patients.

The safety of Fraizeron was also assessed in a Phase III study in 86 juvenile idiopathic arthritis
patients with ERA and JPsA from 2 to less than 18 years of age. The safety profile reported in
this study was consistent with the safety profile reported in adult patients.

Adverse drug reactions from spontaneous reports and literature cases
(frequency not known)

The following adverse drug reactions have been derived from post-marketing experience with
Fraizeron via spontaneous case reports and literature cases. Because these reactions are reported
voluntarily from a population of uncertain size, it is not possible to reliably estimate their
frequency which is therefore categorized as not known. Adverse drug reactions are listed
according to system organ classes in MedDRA. Within each system organ class, ADRs are
presented in order of decreasing seriousness.

Table 3 Adverse drug reactions from spontaneous reports and literature
(frequency not known)

Infections and infestations
Mucosal and cutaneous candidiasis

Skin and subcutaneous tissue disorders
Angioedema

Dermatitis exfoliative generalized

Hypersensitivity vasculitis
Pyoderma gangrenosum

Description of selected adverse drug reactions
Adult patients

Infections

In the placebo-controlled period of clinical studies in plaque psoriasis (a total of 1,382 patients
treated with Fraizeron and 694 patients treated with placebo for up to 12 weeks), infections
were reported in 28.7% of patients treated with Fraizeron compared with 18.9% of patients
treated with placebo. Most of these were mild or moderate. Serious infections occurred in 0.14%
of patients treated with Fraizeron and in 0.3% of patients treated with placebo (see section
Warnings and precautions).

Over the entire treatment period (a total of 3,430 patients treated with Fraizeron for up to 52
weeks for the majority of patients), infections were reported in 47.5% of patients treated with
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Fraizeron (0.9 per patient-year of follow-up). Serious infections were reported in 1.2% of
patients treated with Fraizeron (0.015 per patient-year of follow-up).

Infection rates as observed in psoriatic arthritis and axial spondyloarthritis (ankylosing
spondylitis and non-radiographical axial spondyloarthritis) clinical studies were similar to what
was observed in the psoriasis studies.

Due to the nature of the lesions, patients with hidradenitis suppurativa are more susceptible to
infections. In the placebo-controlled period of clinical studies in hidradenitis suppurativa (a total
of 721 patients treated with secukinumab and 363 patients treated with placebo for up to
16 weeks), infections were numerically higher to those observed in the psoriasis studies (30.7%
of patients treated with secukinumab compared with 31.7% in patients treated with placebo).
Most of these were non-serious, mild or moderate in severity and did not require treatment
discontinuation or interruption.

Hypersensitivity reactions

In clinical studies, urticaria, rare cases of anaphylactic reactions and angioedema have been
observed in patients receiving Fraizeron. Angioedema cases have also been reported in the post-
marketing setting.

Immunogenicity

In psoriasis, psoriatic arthritis, axial spondyloarthritis (ankylosing spondylitis and non-
radiographic axial spondyloarthritis), and hidradenitis suppurativa clinical studies, less than 1%
of patients treated with Fraizeron developed antibodies to secukinumab up to 52 weeks of
treatment. About half of the treatment emergent anti-drug antibodies were neutralizing, but this
was not associated with loss of efficacy or PK abnormalities.

Adverse reactions in psoriatic arthritis

Fraizeron was studied in five placebo-controlled psoriatic arthritis trials with 2,754 patients
(1,871 patients on Fraizeron and 883 patients on placebo) with a total exposure of 4,478 patient-
years of study exposure on Fraizeron. The safety profile observed in patients with psoriatic
arthritis treated with Fraizeron is consistent with the safety profile in psoriasis.

Adverse reactions in axial spondyloarthritis (ankylosing spondylitis and non-
radiographic axial spondyloarthritis)

Fraizeron was studied in three placebo-controlled ankylosing spondylitis trials with 816 patients
(544 patients on Fraizeron and 272 patients on placebo). The median duration of exposure for
secukinumab-treated patients was 469 days in AS 1 Study, 460 days in AS 2 Study, and 1,142
days in AS 3 Study. Fraizeron was also studied in one placebo-controlled non-radiographic
axial spondyloarthritis trial with 555 patients (369 patients on Fraizeron and 186 patients on
placebo) for a total of 588 patient-years of study exposure (median duration of exposure for
secukinumab-treated patients: 395 days). The safety profile observed in patients with axial
spondyloarthritis (ankylosing spondylitis and non-radiographic axial spondyloarthritis) treated
with Fraizeron is consistent with the safety profile in psoriasis.
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Adverse reactions in hidradenitis suppurativa

Fraizeron was studied in two placebo-controlled hidradenitis suppurativa trials with 1,084
patients (721 patients on Fraizeron and 363 on placebo) with a total exposure of 825 patient
years of study exposure (median duration of exposure for secukinumab-treated patients: 307
days). The safety profile observed in patients with HS treated with Fraizeron was consistent
with the known safety profile observed in psoriasis.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.
It allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via:

Pusat Farmakovigilans/MESO Nasional

Direktorat Pengawasan Keamanan, Mutu, dan Ekspor Impor Obat, Narkotika, Psikotropika,
Prekursor dan Zat Adiktif

Badan Pengawas Obat dan Makanan

J1. Percetakan Negara No. 23, Jakarta Pusat, 10560

Email: pv-center@pom.go.id

Phone: +62-21-4244691 Ext.1079

Website: https://e-meso.pom.go.id/ADR

or

Novartis Indonesia

Website: www.novartis.com/report

Interactions

Live vaccines should not be given concurrently with Fraizeron (see also section Warnings and
precautions).

In a study in adult subjects with plaque psoriasis, no interaction was observed between
secukinumab and midazolam (CYP 3A4 substrate).

Fraizeron has been concomitantly administered with methotrexate (MTX) and/or
corticosteroids in arthritis studies (including psoriatic arthritis and axial spondyloarthritis)
where no interaction was seen. There is no direct evidence for the role of IL-17A in the
expression of CYP450 enzymes. The formation of some CYP450 enzymes is suppressed by
increased levels of cytokines during chronic inflammation. Thus, anti-inflammatory treatments,
such as with the IL-17A inhibitor secukinumab, may result in normalisation of CYP450 levels
with accompanying lower exposure of CYP450-metabolised co-medications. Therefore, a
clinically relevant effect on CYP450 substrates with a narrow therapeutic index, where the dose
is individually adjusted (e.g. warfarin) cannot be excluded. On initiation of secukinumab
therapy in patients being treated with these types of medicinal products, therapeutic monitoring
should be considered.
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Pregnancy, lactation, females and males of reproductive potential

Pregnancy
Risk Summary

There are no adequate data from the use of Fraizeron in pregnant women. Animal studies do
not indicate direct or indirect harmful effects with respect to pregnancy, embryonic/fetal
development, parturition or postnatal development. Because animal reproduction studies are
not always predictive of human response, Fraizeron should be used during pregnancy only if
the benefits clearly outweigh the potential risks.

Animal Data

In an embryofetal development study in cynomolgus monkeys, secukinumab showed no
maternal toxicity, embryotoxicity or teratogenicity when administered throughout
organogenesis and late gestation.

No undesirable effects of an anti-murine IL-17A antibody were seen in a pre-and postnatal
development study in mice. The high dose used in this study was in excess of the maximally
effective dose in terms of IL-17A suppression and activity.

Lactation

It is not known whether secukinumab is excreted in human milk. Because immunoglobulins are
excreted in human milk, caution should be exercised when Fraizeron is administered to a
woman who is breast-feeding.

Females and males of reproductive potential

Infertility
There are no special recommendations for women of child-bearing potential.

The effect of Fraizeron on human fertility has not been evaluated. No undesirable effects of an
anti-murine IL-17A antibody were seen in fertility and early embryonic development studies in
mice. The high dose used in the study was in excess of the maximally effective dose in terms
of IL-17A suppression and activity.

Overdosage
No cases of overdose have been reported in clinical studies.

Doses up to 30 mg/kg (i.e. approximately 2,000 mg to 3,000 mg) have been administered
intravenously in clinical studies without dose-limiting toxicity. In the event of overdose, it is
recommended that the patient be monitored for any signs or symptoms of adverse reactions and
appropriate symptomatic treatment be instituted immediately.
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Clinical pharmacology

Pharmacotherapeutic group, ATC
Interleukin inhibitors; ATC code LO4AC10.

Mechanism of action (MOA)

Secukinumab is a fully human IgG1 antibody that selectively binds to and neutralizes the
proinflammatory cytokine interleukin-17A (IL-17A). Secukinumab works by targeting IL-17A
and inhibiting its interaction with the IL-17 receptor, which is expressed on various cell types
including keratinocytes and synoviocytes. As a result, secukinumab inhibits the release of
proinflammatory cytokines, chemokines and mediators of tissue damage and reduces 1L-17A-
mediated contributions to autoimmune and inflammatory diseases. Clinically relevant levels of
secukinumab reach the skin and reduce local inflammatory markers. As a direct consequence
treatment with secukinumab reduces erythema, induration, and desquamation present in plaque
psoriasis lesions.

IL-17A i1s a naturally occurring cytokine that is involved in normal inflammatory and immune
responses. IL-17A plays a key role in the pathogenesis of plaque psoriasis, hidradenitis
suppurativa, psoriatic arthritis and axial spondyloarthritis (ankylosing spondylitis and non-
radiographic axial spondyloarthritis). Increased numbers of IL-17A producing lymphocytes and
innate immune cells and increased levels of IL-17A have been found in the blood of patients
with plaque psoriasis, psoriatic arthritis, axial spondyloarthritis and affected skin of patients
with plaque psoriasis. IL-17A is highly up-regulated in lesional skin in contrast to non-lesional
skin of plaque psoriasis patients. Furthermore, higher frequency of IL-17-producing cells was
detected in the synovial fluid of patients with psoriatic arthritis. IL-17A is considerably
upregulated in hidradenitis suppurativa lesions compared to psoriasis patients and healthy
controls, and significantly increased IL-17A serum levels have been observed in affected
patients. The frequency of IL-17 producing cells was also significantly higher in the
subchondral bone marrow of facet joints from patients with axial spondyloarthritis. Inhibition
of IL-17A was shown to be effective in the treatment of AS, thus establishing the key role of
this cytokine in axial spondyloarthritis (see section Clinical studies).

IL-17A also promotes tissue inflammation, neutrophil infiltration, bone and tissue destruction,
and tissue remodeling including angiogenesis and fibrosis.

Pharmacodynamics (PD)

Serum levels of total IL-17A (free and secukinumab-bound IL-17A) are increased due to
reduced clearance of secukinumab-bound IL-17A within 2 to 7 days in patients receiving
secukinumab, indicating that secukinumab selectively captures free IL-17A which plays a key
role in the pathogenesis of plaque psoriasis.

In a study with secukinumab, infiltrating epidermal neutrophils and various neutrophil
associated markers that are increased in lesional skin of plaque psoriasis patients were
significantly reduced after one to two weeks of treatment.
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Secukinumab has been shown to lower (within 1 to 2 weeks of treatment) levels of C-reactive
protein, which is a marker of inflammation in psoriatic arthritis and axial spondyloarthritis
(ankylosing spondylitis and non-radiographical axial spondyloarthritis).

Pharmacokinetics (PK)
Absorption

Following a single subcutaneous dose of 150 mg, or 300 mg administered as two injections of
150 mg in plaque psoriasis patients, secukinumab reached peak serum concentrations of 13.7 +
4.8 microgram/mL or 27.3 £+ 9.5 microgram/mL, respectively, between 5 and 6 days post dose.

After the initial weekly dosing during the first month, the time to reach the maximum
concentration was between 31 and 34 days.

Peak concentrations at steady-state (Cmax,ss) following subcutaneous administration of 150 mg
or 300 mg were 27.6 microgram/mL and 55.2 microgram/mL, respectively. Steady-state is
reached after 20 weeks with monthly dosing regimens.

Compared with exposure after a single dose, patients exhibited a 2-fold increase in peak serum
concentrations and AUC following repeated monthly dosing during maintenance.

Secukinumab is absorbed with an average absolute bioavailability of 73%.

Following multiple subcutaneous doses of 300 mg administered via the 300 mg/2 mL pen in
plaque psoriasis patients, the mean serum trough concentrations of secukinumab were
consistent with those observed in the previous 150 mg/1 mL studies used to deliver 300 mg.

Following subcutaneous administrations of 300 mg at Weeks 0, 1, 2, 3, and 4 followed by 300
mg every 2 weeks, the mean + SD steady-state secukinumab trough concentration at Week 16
was approximately 55.1+26.7 pg/ml and 58.1£30.1 pug/ml in HS study 1 and HS study 2,
respectively.

Distribution

The mean volume of distribution during the terminal phase (V2 following a single intravenous
administration ranged from 7.10 to 8.60 L in plaque psoriasis patients suggesting that
secukinumab undergoes limited distribution to peripheral compartments.

Secukinumab concentrations in interstitial fluid in the skin of plaque psoriasis patients ranged
from 28% to 39% of those in serum at 1 and 2 weeks after a single subcutaneous dose of 300 mg
secukinumab (administered as two injections of 150 mg).

Elimination

Mean systemic clearance (CL) was 0.19 L/d in plaque psoriasis patients. Clearance was dose-
and time-independent, as expected for a therapeutic IgG1 monoclonal antibody interacting with
a soluble cytokine target, such as IL-17A.

The mean elimination half-life was estimated to be 27 days in plaque psoriasis patients.
Estimated half-lives in individual plaque psoriasis patients range from 17 to 41 days.
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In a population pharmacokinetic analysis, the mean systemic CL following subcutaneous
administrations of 300 mg at Weeks 0, 1, 2, 3, and 4 followed by 300 mg every 2 weeks to
patients with hidradenitis suppurativa was 0.26 1/day.

The mean elimination half-life, as estimated from population pharmacokinetic analysis, was 23
days in hidradenitis suppurativa patients.
Dose linearity

The single and multiple dose pharmacokinetics of secukinumab in plaque psoriasis patients
were determined in several studies with intravenous doses ranging from 1 x 0.3 mg/kg to 3 x
10 mg/kg and with subcutaneous doses ranging from 1 x 25 mg to multiple doses of 300 mg.
Exposure was dose proportional across all dosing regimens.

The PK properties of secukinumab observed in psoriatic arthritis and axial spondyloarthritis
(ankylosing spondylitis and non-radiographic axial spondyloarthritis) patients were similar to
those displayed in plaque psoriasis patients.

Special populations

Elderly patients

Of the 3,430 plaque psoriasis patients exposed to Fraizeron in clinical studies, a total of 230
were 65 years of age or older and 32 patients were 75 years of age or older.

Of the 2,536 psoriatic arthritis patients exposed to Fraizeron in clinical studies, a total of 236
patients were 65 years of age or older and 25 patients were 75 years of age or older.

Of the 794 ankylosing spondylitis patients exposed to Fraizeron in clinical studies, a total of 29
patients were 65 years of age or older and 3 patients were 75 years of age or older.

Of the 524 non-radiographic axial spondyloarthritis patients exposed to Fraizeron in clinical
studies, a total of 9 patients were 65 years of age or older and 2 patients were 75 years of age
or older.

Of the 721 hidradenitis suppurativa patients exposed to Fraizeron in clinical studies, a total of
11 patients were 65 years of age or older and O patients were 75 years of age or older.

Based on population PK analysis, clearance in elderly patients and patients less than 65 years
of age was similar.
Patients with renal and hepatic impairment

No pharmacokinetic data are available in patients with hepatic or renal impairment.

Pediatric patients
Plaque psoriasis

In a pool of the two pediatric studies, patients with moderate to severe plaque psoriasis (6 to
less than 18 years of age) were administered secukinumab at the recommended pediatric dosing
regimen. At Week 24, patients weighing >25 and <50 kg had a mean + SD steady-state trough
concentration of 19.8 + 6.96 microgram/mL (n=24) after 75 mg of secukinumab, and patients
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weighing >50 kg had a mean + SD steady-state trough concentration of 27.3
+ 10.1 microgram/mL (n=36) after 150 mg of secukinumab. The mean + SD steady-state trough
concentration in patients weighing <25 kg (n=8) was 32.6 £ 10.8 microgram/mL at Week 24
after 75 mg dose.

Juvenile Idiopathic Arthritis (JIA): Enthesitis-Related Arthritis (ERA) and Juvenile
Psoriatic Arthritis (JPsA)

In a pediatric study, ERA and JPsA patients (2 to less than 18 years of age) were administered
secukinumab at the recommended pediatric dosing regimen. At Week 24, patients weighing <
50 kg, and patients weighing > 50 kg had a mean + SD steady-state trough concentration of
25.2 + 5.45 microgram/mL (n = 10) and 27.9 + 9.57 microgram/mL (n = 19), respectively.

Clinical studies
Psoriasis
Adult patients

The safety and efficacy of Fraizeron were assessed in four randomized, double-blind, placebo-
controlled phase 3 studies in patients with moderate to severe plaque psoriasis who were
candidates for phototherapy or systemic therapy [ERASURE, FIXTURE, FEATURE,
JUNCTURE]. The efficacy and safety of Fraizeron 150 mg and 300 mg were evaluated versus
either placebo or etanercept. In addition, one study assessed a chronic treatment regimen versus
a ‘retreatment as needed’ regimen [SCULPTURE]. In these studies, each 300 mg dose was
given as two subcutaneous injections of 150 mg.

Of the 2,403 patients who were included in the placebo-controlled studies, 79% were biologic-
naive, 45% were non-biologic failures, 8% were biologic failures, 6% were anti-TNF failures,
and 2% were anti-p40 failures. Baseline disease characteristics were generally consistent across
all treatment groups with a median baseline Psoriasis Area Severity Index (PASI) score from
19 to 20, IGA mod 2011 baseline score ranged from “moderate” (62%) to “severe” (38%),
median baseline Body Surface Area (BSA) >27 and median Dermatology Life Quality Index
(DLQI) score from 10 to 12. Approximately 15 to 25% of patients in phase III studies had
psoriatic arthritis (PsA) at baseline.

Psoriasis Study 1 (ERASURE) evaluated 738 patients. Patients randomized to Fraizeron
received 150 mg or 300 mg doses at weeks 0, 1, 2, 3, and 4 followed by the same dose every
month. Patients randomized to receive placebo who were non-responders at week 12 were then
crossed over to receive Fraizeron (either 150 mg or 300 mg) at weeks 12, 13, 14, and 15,
followed by the same dose every month starting at week 16. All patients were followed for up
to 52 weeks following first administration of study treatment.

Psoriasis Study 2 (FIXTURE) evaluated 1,306 patients. Patients randomized to Fraizeron
received 150 mg or 300 mg doses at weeks 0, 1, 2, 3, and 4 followed by the same dose every
month. Patients randomized to etanercept received 50 mg doses twice per week for 12 weeks
followed by 50 mg every week. Patients randomized to receive placebo who were non-
responders at week 12 then crossed over to receive Fraizeron (either 150 mg or 300 mg) at
weeks 12, 13, 14, and 15, followed by the same dose every month starting at week 16. All
patients were followed for up to 52 weeks following first administration of study treatment.
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Psoriasis Study 3 (FEATURE) evaluated 177 patients using a pre-filled syringe compared with
placebo after 12 weeks of treatment to assess the safety, tolerability, and usability of Fraizeron
self-administration via the pre-filled syringe. Patients randomized to Fraizeron received 150 mg
or 300 mg doses at weeks 0, 1, 2, 3, and 4 followed by the same dose every month. Patients
were also randomized to receive placebo at weeks 0, 1, 2, 3, and 4 followed by the same dose
every month starting at week 4.

Psoriasis Study 4 (JUNCTURE) evaluated 182 patients using a pre-filled pen compared with
placebo after 12 weeks of treatment to assess the safety, tolerability, and usability of Fraizeron
self-administration via the pre-filled pen. Patients randomized to Fraizeron received 150 mg or
300 mg doses at weeks 0, 1, 2, 3, and 4 followed by the same dose every month. Patients were
also randomized to receive placebo at weeks 0, 1, 2, 3, and 4 followed by the same dose every
month.

Psoriasis Study 5 (SCULPTURE) evaluated 966 patients. All patients received Fraizeron 150
mg or 300 mg doses at weeks 0, 1, 2, 3, 4, 8 and 12 and then were randomized to receive either
a maintenance regimen of the same dose every month starting at Week 12 or a “retreatment as
needed” regimen of the same dose. Patients randomized to “retreatment as needed” did not
achieve adequate maintenance of response and therefore a fixed monthly maintenance regimen
is recommended.

The co-primary endpoints in the placebo and active controlled studies were the proportion of
patients who achieved a PASI 75 response and IGA mod 2011 ’clear’ or ‘almost clear’ response
versus placebo at Week 12 (see Tables 4 and 5). The 300 mg dose provided improved skin
clearance across efficacy endpoints of PASI 75/90/100, and IGA mod 2011 ‘clear’ or ‘almost
clear’ responses across all studies with peak effects seen at week 16, therefore this dose is
recommended.

Table 4 Summary of PASI 50/75/90/100 & IGA"'mod 2011 ’clear’ or ‘almost clear’
clinical response in Psoriasis Studies 1, 3 and 4 (ERASURE, FEATURE
and JUNCTURE)

Week 12 Week 16 Week 52
Placebo ‘ 150 mg ‘ 300 mg 150 mg | 300 mg 150 mg 300 mg
Study 1
Number of patients 246 244 245 244 245 244 245
PASI 50 response n (%) 22 203 222 212 224 187 (77%) 207
(8.9%) (83.5%) (90.6%) (87.2%) | (91.4%) (84.5%)
PASI 75 response n (%) 11 174 200 188 211 146 (60.1%) 182
(4.5%) | (71.6%)* | (81.6%)* | (77.4%) | (86.1%) (74.3%)
PASI 90 response n (%) 3 (1.2%) 95 145 130 171 88 (36.2%) 147
(39.1%)** | (59.2%)** | (53.5%) | (69.8%) (60.0%)
PASI 100 response n (%) | 2 (0.8%) 31 70 51 102 49 (20.2%) | 96 (39.2%)
(12.8%) (28.6%) (21.0%) | (41.6%)
IGA mod 2011 “clear” or 6 125 160 142 180 101 (41.4%) 148
“almost clear” response (2.40%) | (51.2%)** | (65.3%)** | (58.2%) | (73.5%) (60.4%)
n (%)
Study 3
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Week 12 Week 16 Week 52
Placebo | 150 mg 300 mg 150 mg 300 mg 150 mg 300 mg
Number of patients 59 59 58 - - - -
PASI 50 response n (%) 3(5.1%) 51 51 - - - -
(86.4%) (87.9%)
PASI 75 response n (%) 0 (0.0%) 41 44 - - - -
(69.5%)** | (75.9%)**
PASI 90 response n (%) 0 (0.0%) 27 35 - - - -
(45.8%) (60.3%)
PASI 100 response n (%) 0 (0.0%) 5 25 - - - -
(8.5%) (43.1%)
IGA mod 2011 “clear” or 0 (0.0%) 31 40 - - - -
“almost clear” response (52.5%)* (69.0%)**
n (%)
Study 4
Number of patients 61 60 60 - - - -
PASI 50 response n (%) 5(8.2%) 48 58 - - - -
(80.0%) (96.7%)
PASI 75 response n (%) 2 (3.3%) 43 52 - - - -
(71.7%)** | (86.7%)**
PASI 90 response n (%) 0 (0.0%) 24 33 - - - -
(40.0%) (55.0%)
PASI 100 response n (%) 0 (0.0%) 10 16 - - - -
(16.7%) (26.7%)
IGA mod 2011 “clear” or 0 (0.0%) 32 44 - - - -
“almost clear” response (53.3%)** | (73.3%)**
n (%)

*The IGA mod 2011 is a 5-category scale including “0 = clear”, “1 = almost clear”, “2 = mild”, “3 = moderate” or “4 = severe’,
indicating the physician’s overall assessment of the psoriasis severity focusing on induration, erythema and scaling. Treatment
success of “clear” or “almost clear” consisted of no signs of psoriasis or normal to pink coloration of lesions, no thickening of
the plaque and none to minimal focal scaling.

** p values versus placebo and adjusted for multiplicity: p<0.0001

Table 5 Summary of clinical response on Psoriasis Study 2 (FIXTURE)
Week 12 Week 16 Week 52
Placeb | 150 mg | 300 mg | Etanerc | 150 mg | 300 mg | Etanerc | 150 mg | 300 mg | Etanerc
o ept ept ept

Number of 324 327 323 323 327 323 323 327 323 323
patients
PASI 50 49 266 296 226 290 302 257 249 274 234
response (15.1%) | (81.3%) | (91.6%) | (70.0%) | (88.7%) | (93.5%) | (79.6%) | (76.1%) | (84.8%) | (72.4%)
n (%)
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Week 12 Week 16 Week 52
Placeb | 150 mg | 300 mg | Etanerc | 150 mg | 300 mg | Etanerc | 150 mg | 300 mg | Etanerc
o ept ept ept
PASI 75 16 219 249 142 247 280 189 215 254 179
response (4.9%) | (67.0%) | (77.1%) | (44.0%) | (75.5%) | (86.7%) | (58.5%) | (65.7%) | (78.6%) | (55.4%)
n (o/o) *k *%k
PASI 90 5 137 175 67 176 234 101 147 210 108
response (1.5%) | (41.9%) | (54.2%) | (20.7%) | (53.8%) | (72.4%) | (31.3%) | (45.0%) | (65.0%) | (33.4%)
n (%)
PASI 100 0 (0%) 47 78 14 84 119 24 65 117 32
response (14.4%) | (24.1%) | (4.3%) | (25.7%) | (36.8%) | (7.4%) | (19.9%) | (36.2%) | (9.9%)
n (%)
IGA mod 9 167 202 88 200 244 127 168 219 120
2011 “clear” (2.8%) | (51.1%) | (62.5%) | (27.2%) | (61.2%) | (75.5%) | (39.3%) | (51.4%) | (67.8%) | (37.2%)
or “almost * >
clear”
response
n (%)

** p values versus etanercept: p=0.0250

An additional psoriasis study (CLEAR) evaluated 676 patients. Secukinumab 300 mg met the
primary and key secondary endpoints by showing superiority to ustekinumab based on PASI 90
response at Week 16 (primary endpoint), speed of onset of PASI 75 response at Week 4, and
long term PASI 90 response at Week 52. Greater efficacy of secukinumab compared to
ustekinumab for the endpoints PASI 75/90/100 and IGA mod 2011 0 or 1 response (“clear” or
“almost clear”) was observed early and continued through Week 52. In this study, each 300 mg
dose was administered as two injections of 150 mg.

Table 6 Summary of clinical response on CLEAR Study
Week 4 Week 16 Week 52
Secukinumab | Ustekinumab* | Secukinumab | Ustekinumab* | Secukinumab | Ustekinumab*
300 mg 300 mg 300 mg
Number 334 335 334 335 334 335
of
patients
PASI 75 | 166 (49.7%)** 69 (20.6%) 311 (93.1%) 276 (82.4%) 306 (91.6%) 262 (78.2%)
response
n (%)
PASI 90 70 (21.0%) 18 (5.4%) 264 (79.0%)** 192 (57.3%) 250 203 (60.6%)
response (74.9%)***
n (%)
PASI 14 (4.2%) 3(0.9%) 148 (44.3%) 95 (28.4%) 150 (44.9%) 123 (36.7%)
100
response
n (%)
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IGA mod 128 (38.3%) 41 (12.2%) 278 (83.2%) 226 (67.5%) 261 (78.1%) 213 (63.6%)
2011
“clear” or
“almost
clear”
response
n (%)

*Patients treated with secukinumab received 300 mg doses at Weeks 0, 1, 2, 3, and 4 followed by the same dose
every 4 weeks until Week 52. Patients treated with ustekinumab received 45 mg or 90 mg at Weeks 0 and 4, then
every 12 weeks until Week 52 (dosed by weight as per approved posology)

** p values versus ustekinumab p<0.0001 for primary endpoint of PASI 90 at Week 16 and secondary endpoint of
PASI 75 at Week 4

*** p value versus ustekinumab: p=0.0001 for secondary endpoint of PASI 90 at Week 52

Fraizeron was efficacious in biologic-naive, biologic/anti-TNF-exposed and biologic/anti-TNF-
failure patients.

Fraizeron was associated with a fast onset of efficacy as shown in the figure below with a 50%
reduction in mean PASI by week 3 for 300 mg.

Figure 1 Time course of percentage change from baseline of mean PASI score
in Study 1 (ERASURE)
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All plaque psoriasis phase III studies included approximately 15 to 25% of patients with
concurrent psoriatic arthritis at baseline. Improvements in PASI 75 in this patient population
were similar to those in the overall plaque psoriasis population.

In the placebo controlled studies 1 and 2 in the subset of psoriatic arthritis patients, physical
function was assessed using the HAQ Disability Index (HAQ-DI). In these studies, patients
treated with 150 mg or 300 mg Fraizeron showed greater improvement from baseline in the
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HAQ-DI score (mean decreases of -27.5% and -50.2% at week 12) compared to placebo (-
8.9%). This improvement was maintained up to week 52.

Quality of Life / Patient reported outcomes

Statistically significant improvements at week 12 (Studies 1-4) from baseline compared to
placebo were demonstrated in the DLQI (Dermatology Life Quality Index), these improvements
were maintained for 52 weeks (Studies 1 and 2).

Statistically significant improvements at week 12 from baseline compared to placebo (Studies
1 and 2) in patient reported signs and symptoms of itching, pain and scaling were demonstrated
in the validated Psoriasis Symptom Diary®.

Statistically significant improvements at Week 4 from baseline in patients treated with
secukinumab compared to patients treated with ustekinumab (CLEAR) were demonstrated in
the DLQI (Dermatology Life Quality Index), and these improvements were maintained for up
to 52 weeks. The Work Productivity and Activity Impairment Questionnaire-Psoriasis
outcomes (WPAI-PSO) showed greater improvement in patients treated with secukinumab
compared to patients treated with ustekinumab.

Statistically significant improvements in patient reported signs and symptoms of itching, pain
and scaling at Week 16 and Week 52 (CLEAR) were demonstrated in the Psoriasis Symptom
Diary in patients treated with secukinumab compared to patients treated with ustekinumab.

300 mg/2 mL pre-filled pen

Two randomized, double-blind, placebo-controlled studies in patients with plaque psoriasis
were conducted to evaluate the safety and efficacy of secukinumab 300 mg when administered
subcutaneously as a single 2 mL pre-filled pen (MATURE, 122 patients) compared to
secukinumab 300 mg when administered as two subcutaneous injections in a 150 mg/1 mL pre-
filled syringe. The co-primary endpoints were the proportion of patients who achieved a PASI
75 response and IGA mod 2011 ’clear’ or ‘almost clear’ response versus placebo at Week 12.

In the MATURE study, the proportion of subjects achieving a PASI 75 and an IGA mod 2011
0 or 1 responses at Week 12 were 95.1% and 75.6% for the secukinumab 300 mg/2 mL pre-
filled pen group compared to 10% and 7.6% in the placebo group. PASI 90 response at Week
12 was achieved with secukinumab 300 mg/2 mL pre-filled pen (MATURE study) compared
to placebo in 75.6% versus 5% of subjects, respectively (MATURE study).

The overall patient experience with subcutaneous self-injection with the 300 mg/2 mL pre-filled
pen was measured using the Self-Injection Assessment Questionnaire (SIAQ). In the MATURE
study, the proportion of “very satisfied” and “satisfied” patients reached 91.8% at Week 12.

Plaque Psoriasis Dose Flexibility
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The efficacy, safety, and tolerability of Fraizeron 300 mg administered every 4 weeks vs.
Fraizeron 300 mg administered every 2 weeks in adult patients weighing > 90 kg with moderate
to severe plaque psoriasis were assessed in a randomized, double-blind, multicenter study of
331 patients. Patients were randomized 1:1 as follows:

e secukinumab 300 mg at Weeks 0, 1, 2, 3, and 4 followed by the same dose every 2 weeks
up to Week 52 (n=165).

e secukinumab 300 mg at Weeks 0, 1, 2, 3, and 4 followed by the same dose every 4 weeks
up to Week 16 (n=166).
e Patients randomized to receive secukinumab 300 mg every 4 weeks who were PASI
90 responders at Week 16 continued to receive the same dosing regimen up to Week
52. Patients randomized to receive Fraizeron 300 mg every 4 weeks who were PASI
90 non-responders at Week 16 either continued on the same dosing regimen, or were
reassigned to receive Fraizeron 300 mg every 2 weeks up to Week 52.

The primary and key secondary endpoints were the proportion of patients who achieved a PASI
90 response and IGA mod 2011 ‘clear’ or ‘almost clear’ (0 or 1) response at Week 16. At
Week 16, the proportion of patients who were PASI 90 responders was higher in the group
treated with the every 2 week regimen vs. the every 4 week regimen (73.2% vs. 55.5%,
respectively). The treatment difference was clinically relevant and statistically significant (one-
sided p-value = 0.0003). The proportion of patients who achieved an IGA mod 2011 ‘clear’ or
‘almost clear’ response was also higher in the group treated with the every 2 week regimen vs.
the group treated with the every 4 week regimen (74.2% vs. 65.9%, respectively).

At Week 52, the proportion of patients that were PASI 75, PASI 90, PASI 100, and IGA 0/1
responders was higher in patients treated with the every 2 week regimen vs. patients treated
with the every 4 week regimen (88.9% vs. 74.8%, 76.4% vs. 52.4%, 46.7% vs. 27.3%, 75.9%
vs. 55.6%, respectively). For all endpoints, the treatment difference was statistically significant
(p-value < 0.05). The DLQI 0/1 response at Week 52 was superior in the group treated with the
every 2 week regimen vs. the group treated with the every 4 week regimen (66.1% vs. 48.8%).

The PASI 90 non-responders at Week 16 reassigned to receive the every 2 week regimen had a
higher PASI 90 response at Week 32 than the group who continued on the treatment regimen
of every 4 weeks (38.7% vs. 16.5%). The treatment difference was statistically significant (two-
sided p-value = 0.0439).

Similarly, the PASI 75 response at Week 32 in the patients reassigned to receive the every
2 week regimen was significantly higher (two-sided p-value = 0.0015) than for the group who
continued on the treatment regimen of every 4 weeks (90.3% vs. 49.3%). The IGA 0/1 response
at Week 52 was also higher in the patient group receiving the every 2 week regimen (41.9% vs.
29.0%) as was the DLQI 0/1 response (41.9% vs. 30.0%).

Patients on the every 2 week regimen vs. the every 4 week regimen (Figure 2) showed consistent
overall benefit, and benefit for all the subgroups (weight, IGA, and time since diagnosis). The
highest incremental benefit as shown by the calculated risk differences was for patients with
severe disease (IGA 4), very long duration disease (>25 years) and greater weight.
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Figure 1 Forest plot of risk difference of PASI 90 response at Week 16 with
subgroups (modified non-responders imputation) — Full Analysis set*
Subgroup Q2w Q4w Favors Q4W Favors Q2W Risk difference (95% Cl)
n/m(%) n/m(%)
Overall 118/165 (71.5) 90/166 (54.2) —-— 17.30 (7.06, 27.54)
Weight (kg)
90-<100 44/53 (83.0) 33/61 (54.1) —— 28.92 (12.84, 45.00)
100-<110 29/37 (78.4) 27/38 (71.1) e 7.33(-12.27, 26.92)
110-<120 18/26 (69.2) 16/26 (61.5) i 7.69 (-18.08, 33.47)
120-<130 13/24 (54.2) 7/16 (43.8) —= 10.42 (-21.02, 41.85)
>=130 14/25 (56.0) 7/25 (28.0) e 28.00 (1.76, 54.24)

Baseline IGA mod 2011 score
3 = Moderate Disease 73/99 (73.7) 64/107 (59.8) - 13.92(1.22, 26.63)
4 = Severe Disease 45/66 (68.2) 26/59 (44.1) —— 24.11(7.18, 41.05)

Time since first diagnosis of psoriasis (years)

<5 12720 (60.0) 17/30 (56.7) T 3.33(-24.51, 31.18)
5-<15 43/55 (78.2) 32/61 (52.5) = 25.72(9.10, 42.34)
15-<25 31/43 (72.1) 26/42(61.9) o= 10.19 (-9.70, 30.07)
>=25 32/47 (68.1) 15/33 (45.5) == 22.63(1.04,44.22)

T T T
-100  -50 0 50 100

*Figure 2 Forest plot presents risk difference of every 2 week regimen (Q2W) vs. every 4 week regimen (Q4W)

The safety profiles of the two dosing regimens, Fraizeron 300 mg administered every 4 weeks
and Fraizeron 300 mg administered every 2 weeks, in patients weighing > 90 kg were
comparable and consistent with the safety profile reported in psoriasis patients.

Modeling and simulation (from a database of 4,194 patients with weight ranging from 36 to
219 kg) predicted that among patients who do not achieve PASI 90 response at Week 16 with
300 mg every 4 weeks, the regimen of 300 mg every 2 weeks results in an expected increase in
the PASI 90 response rate of approximately 20% from Week 16 to 52 in patients > 90 kg, and
an expected increase of approximately 15% in patients < 90 kg.

Pediatric patients

Severe plaque psoriasis

A 52-week, randomized, double-blind, placebo and etanercept-controlled phase III study
enrolled 162 pediatric patients 6 to less than 18 years of age, with severe plaque psoriasis (as
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defined by a PASI score >20, an IGA mod 2011 score of 4, and involving >10% of the body
surface area) who were candidates for systemic therapy. Approximately 43% had prior exposure
to phototherapy, 53% to conventional systemic therapy, 3% to biologics, and 9% had
concomitant psoriatic arthritis.

Patients were randomized to receive one of the following four treatments:

e low dose secukinumab (75 mg for body weight <50 kg or 150 mg for body weight
>50 kg) at Weeks 0, 1, 2, 3, and 4 followed by the same dose every 4 weeks,

e high dose secukinumab (75 mg for body weight <25 kg, 150 mg for body weight >25 kg
and <50 kg, or 300 mg for body weight >50 kg) at Weeks 0, 1, 2, 3, and 4 followed by
the same dose every 4 weeks,

e placebo at Weeks 0, 1, 2, 3, and 4 followed by the same dose every 4 weeks
e ctanercept (0.8 mg/kg) weekly (up to a maximum of 50 mg)

Patients randomized to receive placebo who were non-responders at Week 12 were switched to
either the secukinumab low or high dose group (dose based on body weight group) and received
study drug at Weeks 12, 13, 14, and 15, followed by the same dose every 4 weeks starting at
Week 16.

The co-primary endpoints were the proportion of patients who achieved a reduction in PASI
score of at least 75% (PASI 75) and IGA mod 2011 ‘clear’ or ‘almost clear’ (0 or 1) with at
least a 2 point improvement from baseline to Week 12. The key secondary endpoint was the
proportion of patients who achieved a reduction in PASI score of at least 90% (PASI 90) from
baseline to Week 12. Other secondary endpoints included PASI 50, 100 responder rates at
Week 12, PASI 50, 75, 90, 100 and IGA 0/1 responder rates at Week 16 and over time up to
and including Week 52, change in PASI score over time up to and including Week 52 and IGA
score over time up to and including Week 52, the proportion of patients with a Children’s
Dermatology Life Quality Index (CDLQI) score of 0 or 1 at Week 12 and over time up to and
including Week 52, and change from baseline in CDLQI compared to placebo at Week 12 and
over time up to and including Week 52.

During the 12 week placebo-controlled period, the efficacy of both the low and the high dose
of secukinumab was comparable for the co-primary endpoints. The odds ratio estimates in favor
of both secukinumab doses were clinically relevant and statistically significant for both the
PASI 75 and IGA mod 2011 ‘clear’ or ‘almost clear’ (0 or 1) responses.

All patients were followed for efficacy and safety during the 52 weeks following the first dose.
The proportion of patients achieving PASI 75 and IGA mod 2011 ‘clear’ or ‘almost clear’ (0 or
1) responses showed separation between secukinumab treatment groups and placebo at the first
post-baseline visit at Week 4, the difference becoming more prominent at Week 12. The
response was maintained throughout the 52 week time period. Improvement in PASI 50, 90,
100 responder rates and CDLQI 0 or 1 scores were also maintained throughout the 52 week
time period.

In addition, PASI 75, IGA 0 or 1, PASI 90 response rates at Weeks 12 and 52 for both
secukinumab low and high dose groups were higher than the rates for patients treated with
etanercept.
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Beyond Week 12, efficacy of both the low and the high dose of secukinumab was comparable
although the efficacy of the high dose was higher for patients >50 kg. The safety profiles of the
low dose and the high dose were comparable.

The efficacy results at Weeks 12 and 52 are presented in Table 7.

Table 7 Summary of clinical response in severe pediatric psoriasis at Weeks
12* and 52*

Response|[Treatment comparison 'test’ ‘control’ odds ratio

criterion [test' vs. ‘control’ n/m** (%) n/m** (%) estimate (95% CI) p-value

At Week 12***

PASI 75 |secukinumab low dose vs. placebo 32/40 (80.0
secukinumab high dose vs. placebo | 31/40 (77.5

6/41 (14.6) 25.78 (7.08,114.66) | <0.0001
6/41 (14.6) 22.65 (6.31,98.93) <0.0001
secukinumab low dose vs. etanercept | 32/40 (80.0) | 26/41 (63.4) 2.25(0.73,7.38)

secukinumab high dose vs. etanercept| 31/40 (77.5) | 26/41 (63.4) 1.92 (0.64,6.07)

IGA 0/1  secukinumab low dose vs. placebo 28/40 (70.0 2/41 (4.9) 51.77 (10.02,538.64) | <0.0001

4.
secukinumab high dose vs. etanercept| 24/40 (60.0) | 14/41 (34.1) 2.86 (1.05,8.13)

PASI 90 |secukinumab low dose vs. placebo 29/40 (72.5
secukinumab high dose vs. placebo | 27/40 (67.5

1/41 (2.4) |133.67 (16.83,6395.22) | <0.0001
1/41 (2.4) |102.86 (13.22,4850.13) | <0.0001
secukinumab low dose vs. etanercept | 29/40 (72.5) | 12/41 (29.3) 7.03 (2.34,23.19)
secukinumab high dose vs. etanercept| 27/40 (67.5) | 12/41 (29.3) 5.32 (1.82,16.75)

)
(77.5)
(80.0) (
(77.5) (
(70.0) (4.
secukinumab high dose vs. placebo | 24/40 (60.0) 2/41 (4.9) 32.52 (6.48,329.52) | <0.0001
secukinumab low dose vs. etanercept | 28/40 (70.0) | 14/41 (34.1) 4.49 (1.60,13.42)
(60.0) (
(72.5) (2.
(67.5) (2.
(72.5) (
(

3
3
2

At Week 52

PASI 75 [secukinumab low dose vs. etanercept | 35/40 (87.5) | 28/41 (68.3) 3.12 (0.91,12.52)

secukinumab high dose vs. etanercept| 35/40 (87.5) | 28/41 (68.3) 3.09 (0.90,12.39)

PASI 90 |secukinumab low dose vs. etanercept | 30/40 (75.0) | 21/41 (51.2) 2.85(1.02,8.38)
secukinumab high dose vs. etanercept| 32/40 (80.0) | 21/41 (51.2) 3.69 (1.27,11.61)

(

(87.5) (
IGA 0/1  secukinumab low dose vs. etanercept | 29/40 (72.5) | 23/41 (56.1) 2.02 (0.73,5.77)
secukinumab high dose vs. etanercept| 30/40 (75.0) | 23/41 (56.1) 2.26 (0.81,6.62)

(75.0) (

(80.0) (

* non-responder imputation was used to handle missing values
**n is the number of responders, m = number of patients evaluable
*kk

extended visit-window at week 12

Od(ds ratio, 95% confidence interval, and p-value are from an exact logistic regression model with treatment group, baseline body-
weight category and age category as factors

A higher proportion of pediatric patients treated with secukinumab reported improvement in
health-related quality of life as measured by a CDLQI score of 0 or 1 compared to placebo at
Week 12 (low dose 44.7%, high dose 50%, placebo 15%). From Week 12 through Week 52,
the proportion of pediatric patients in both secukinumab dose groups with a CDLQI score of 0
or 1 was numerically higher than for the etanercept group (low dose 60.6%, high dose 66.7%,
etanercept 44.4%).

Moderate to severe plaque psoriasis
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An open-label, two-arm, parallel-group, multicentre phase III study enrolled 84 pediatric
patients 6 to less than 18 years of age with moderate to severe plaque psoriasis (as defined by a
PASI score >12, an IGA mod 2011 score of >3, and involving >10% of the body surface area)
who were candidates for systemic therapy.

Patients were randomized to receive secukinumab at Weeks 0, 1, 2, 3, and 4 followed by the
same dose every 4 weeks as follows:

e low dose secukinumab (75 mg for body weight <50 kg or 150 mg for body weight
>50 kg),

e high dose secukinumab (75 mg for body weight <25 kg, 150 mg for body weight
between >25 kg and <50 kg, or 300 mg for body weight >50 kg).

The co-primary endpoints were the proportion of patients who achieved a reduction in PASI
score of at least 75% (PASI 75) and IGA mod 2011 ‘clear’ or ‘almost clear’ (0 or 1) with at
least a 2 point improvement from baseline to Week 12. Secondary and additional endpoints
included PASI 90 response at Week 12, PASI 75, 90, 100, and IGA mod 2011 ‘clear’ or ‘almost
clear’ (0 or 1), and CDLQI responses over time up to end of treatment.

The efficacy of both the low and the high dose of secukinumab was comparable and showed
statistically and clinically meaningful improvement compared to historical placebo for the co-
primary endpoints. The odds ratio estimates in favor of both secukinumab doses were clinically
relevant and statistically significant for both the PASI 75 and IGA mod 2011 0 or 1 responses
versus historical placebo. The estimated posterior probability of a positive treatment effect was
100%.

All patients were followed for efficacy for at least 24 weeks following first administration.
Efficacy (defined as PASI 75 response and IGA mod 2011 ‘clear’ or ‘almost clear’ [0 or 1])
was observed as early as Week 2 and the proportion of patients who achieved a PASI 75
response and IGA mod 2011 ‘clear’ or ‘almost clear’ (0 or 1) increased throughout the 24-week
time period. Improvement in PASI 90 and PASI 100 were also observed at Week 12 and
increased throughout the 24-week time period.

Beyond Week 12, efficacy of both the low and the high dose of secukinumab was comparable.
The safety profiles of the low dose and the high dose were comparable.

The efficacy results at Weeks 12 and 24 are presented in Table 8.
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Table 8 Summary of clinical response in moderate to severe pediatric
psoriasis at Weeks 12* and 24* (pediatric psoriasis)
Week 12 Week 24
Secukinumab Secukinumab Secukinumab Secukinumab
low dose high dose low dose high dose
Number of patients 42 42 42 42
PASI 75 response n (%) 39 (92.9%) 39 (92.9%) 40 (95.2%) 40 (95.2%)
IGA mod 2011 ‘clear’ or ‘almost 33 (78.6%) 35 (83.3%) 37 (88.1%) 39 (92.9%)
clear’ response n (%)
PASI 90 response n (%) 29 (69.0%) 32 (76.2%) 37 (88.1%) 37 (88.1%)
PASI 100 response n (%) 25 (59.5%) 23 (54.8%) 28 (66.7%) 28 (66.7%)

* non-responder imputation was used to handle missing values

In the low dose group, 50% and 70.7% of patients achieved a CDLQI 0 or 1 score at Weeks 12
and 24, respectively. In the high dose group, 61.9% and 60.5% achieved a CDLQI 0 or 1 score
at Weeks 12 and 24, respectively.

Psoriatic arthritis

Fraizeron has been shown to improve signs and symptoms, physical function and health-related
quality of life, and to reduce the rate of progression of peripheral joint damage in adult patients
with active PsA.

The safety and efficacy of Fraizeron were assessed in 1,999 patients in three randomized,
double-blind, placebo-controlled phase III studies in patients with active psoriatic arthritis (>3
swollen and >3 tender joints) despite non-steroidal anti-inflammatory drug (NSAID),
corticosteroids or disease-modifying anti-rheumatic drug (DMARD) therapy. Patients in these
studies had a diagnosis of PsA of at least five years. The majority of patients also had active
psoriasis skin lesions or a documented history of psoriasis. Over 61% and 42% of the PsA
patients had enthesitis and dactylitis at baseline, respectively.

The efficacy and safety of Fraizeron 75 mg, 150 mg and/or 300 mg were evaluated versus
placebo with either an i.v. or s.c. loading dose regimen. In Psoriatic Arthritis 1 Study (PsAl
Study), Psoriatic Arthritis 2 Study (PsA2 Study) and Psoriasis Arthritis 3 Study (PsA3 Study),
29%, 35% and 30% of patients, respectively, were previously treated with an anti-TNFa-alpha
agent and discontinued the anti-TNFa-alpha agent for either lack of efficacy or intolerance
(anti-TNFa-alpha-IR patients).

PsA1l Study (FUTURE 1) evaluated 606 patients, of whom 60.7% had concomitant MTX.
Patients with each subtype of PsA were enrolled, including polyarticular arthritis with no
evidence of rheumatoid nodules (76.7%), spondylitis with peripheral arthritis (18.5%),
asymmetric peripheral arthritis (60.2%), distal interphalangeal involvement (59.6%) and
arthritis mutilans (7.9%). Patients randomized to Fraizeron received 10 mg/kg, i.v. at Weeks 0,
2, and 4, followed by either 75 mg or 150 mg s.c. every month starting at Week 8. Patients
randomized to receive placebo who were non-responders at Week 16 were then crossed over to
receive Fraizeron (either 75 mg or 150 mg) at Week 16 followed by the same dose every month.
Patients randomized to receive placebo who were responders at Week 16 were then crossed
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over to receive Fraizeron (either 75 mg or 150 mg) at Week 24 followed by the same dose every
month. The primary endpoint was American College of Rheumatology (ACR) 20 response at
Week 24.

PsA2 Study (FUTURE 2) evaluated 397 patients, of whom 46.6% had concomitant MTX.
Patients with each subtype of PsA were enrolled, including polyarticular arthritis with no
evidence of rheumatoid nodules (85.9%), spondylitis with peripheral arthritis (21.7%),
asymmetric peripheral arthritis (64.0%), distal interphalangeal involvement (57.9%) and
arthritis mutilans (6.3%). Patients randomized to Fraizeron received 75 mg, 150 mg or 300 mg
s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month.

Patients randomized to receive placebo who were non-responders at Week 16 were then crossed
over to receive Fraizeron (either 150 mg or 300 mg, s.c.) at Week 16 followed by the same dose
every month. Patients randomized to receive placebo who were responders at Week 16 were
crossed over to receive Fraizeron (either 150 mg or 300 mg) at Week 24 followed by the same
dose every month. The primary endpoint was ACR 20 response at Week 24.

PsA3 Study (FUTURE 5) evaluated 996 patients, of whom 50.1% had concomitant MTX
treatment. Patients with each subtype of PsA were enrolled, including polyarticular arthritis
with no evidence of rheumatoid nodules (78.7%), spondylitis with peripheral arthritis (19.8%),
asymmetric peripheral arthritis (65%), distal interphalangeal involvement (56.7%) and arthritis
mutilans (6.8%). Patients were randomized to receive Fraizeron 150 mg, 300 mg, or placebo
s.c. at Weeks 0, 1, 2, 3 and 4 followed by the same dose every month, or a once monthly
injection of Fraizeron 150 mg. Patients randomized to receive placebo who were non-
responders at Week 16 were then crossed over to receive Fraizeron (either 150 mg or 300 mg,
s.c.) at Week 16 followed by the same dose every month. Patients randomized to receive
placebo who were responders at Week 16 were crossed over to receive Fraizeron (either 150
mg or 300 mg) at Week 24 followed by the same dose every month. The primary endpoint was
ACR 20 response at Week 16, and the key secondary endpoint was the change from baseline in
modified Total Sharp Score (mTSS) at Week 24.

Clinical response
Signs and symptoms

Treatment with Fraizeron resulted in significant improvement in the measure of disease activity
compared to placebo at Weeks 16, 24, and 52. These measures include ACR20, ACRS50,
ACR70, Psoriasis Area and Severity Index (PASI) 75, PASI 90 and Disease Activity Score
(DAS28-CRP), Short Form Health Survey - Physical Component Summary (SF36- PCS),
Health Assessment Questionnaire — Disability Index (HAQ-DI) response compared to placebo
at Weeks 16, 24, and 52 (see Table 9).

Table 9 Clinical response in PsA 2 and PsA3 Study at Week 16, Week 24, and
Week 52

PsA2 PsA3
Placebo ‘ 150 mg' ‘ 300 mg' Placebo | 150 mg' ‘ 300 mg'
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Number of patients 98 100 100 332 220 222
randomized
ACR 20 response
n (%)
Week 16 18 60 57 91° 1220 139°
(18.4%) (60.0%***) | (57.0%***) (27.4%) (55.5%***) | (62.6%***)
Week 24 15° 519 540 78 117 141
(15.3%) (51.0%***) | (54.0%***) (23.5%) (53.2%***) | (63.5%***)
Week 52 - 64 64 NA NA NA
(64.0%) (64.0%)
ACR 50 response
n (%)
Week 16 6 37 35 27 79 88
(6.1%) (37.0%***) | (35.0%***) (8.1%) (35.9%***) | (39.6%***)
Week 24 7 35 35 29 86 97
(7.1%) (35.0%***) | (35.0%***) (8.7%) (39.1%***) | (43.7%**)
Week 52 - 39 44 NA NA NA
(39.0%) (44.0%)
ACR 70 response
n (%)
Week 16 2 17 15 14 40 45
(2.0%) (17.0%**) | (15.0%**) (4.2%) (18.2%***) | (20.3%***)
Week 24 1 21 20 13 53 57
(1.0%) (21.0%**) | (20.0%**) (3.9%) (24.1%***) | (25.7%***)
Week 52 - 20 24 NA NA NA
(20.0%) (24.0%)
DAS28-CRP
Week 16 -0.50 -1.45%* -1.51%** -0.63 -1.29*** -1.49***
Week 24 -0.96 -1.58*** -1.61%** -0.84 -1.57%** -1.68***
Week 52 - -1.69 -1.78 NA NA NA
Number of patients 43 58 41 162 125 110
with 2 3% BSA (43.9%) (58.0%) (41.0%) (48.8%) (56.8%) (49.5%)
psoriasis skin
involvement at
baseline
PASI 75 response
n (%)
Week 16 3 33 27 20 75 77
(7.0%) (56.9%***) | (65.9%***) (12.3%) (60.0%***) | (70.0%***)
Week 24 7 28 26 29 80 78
(16.3%) (48.3%***) | (63.4%***) (17.9%) (64.0%***) | (70.9%***)
Week 52 - 33 30 NA NA NA
(56.9%) (73.2%)
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PASI 90 response
n (%)
Week 16 3 22 18 15 46 59
(7.0%) (37.9%***) | (43.9%***) (9.3%) (36.8%***) | (53.6%***)
Week 24 4 19 20 19 51 60
(9.3%) (32.8%**) | (48.8%**%) (11.7%) (40.8%***) | (54.5%***)
Week 52 - 25 23 NA NA NA
(43.1%) (56.1%)
Dactylitis Resolution
n (%) T
Week 16 10 21 26 40 46 54
(37%) (65.6%*) (56.5%) (32.3%) (57.5%***) | (65.9%***)
Week 24 4 16 26 42 51 52
(14.8%) (50.0%**) | (56.5%*%) (33.9%) (63.8%***) | (63.4%***)
Week 52 - 21 32
(65.6%) (69.6%) NA NA NA
Enthesitis Resolution
n (%) ¥
Week 16 17 32 32 68 77 78
(26.2%) (50.0%**) | (57.1%***) (35.4%) (54.6%***) | (55.7%***)
Week 24 14 27 27 66 77 86
(21.5%) (42.2%%) (48.2%**) (34.4%) (54.6%***) | (61.4%**)
Week 52 - 31 30
(48.4%) (53.6%) NA NA NA

* p<0.05, ** p<0.01, *** p<0.001; versus placebo

All p-values are non-adjusted.

Non-responder imputation used for missing binary endpoint.

NA: Not Available; ACR: American College of Rheumatology; PASI: Psoriasis Area and Severity Index; DAS:
Disease Activity Score; BSA: Body Surface Area

°Primary Endpoint

"Fraizeron 150 mg or 300 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month

tin patients with dactylitis at baseline (n=27, 32, 46 respectively for PsA2 and n=124, 80, 82 respectively for PSA3)

1In patients with enthesitis at baseline (n=65, 64, 56 respectively for PsA2 and n=192, 141, 140, respectively for

PsA3)

The onset of action of Fraizeron occurred as early as Week 2. Statistically significant difference
in ACR 20 vs placebo was reached at Week 3. In PsA2 efficacy responses were maintained up

to Week 104.

The percentage of patients achieving ACR20 response by visit is shown in Figure 3.

Figure 3
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Similar responses for primary and key secondary endpoints were seen in PSA patients regardless
of whether they were on concomitant MTX treatment or not.

Both anti-TNF-alpha-naive and anti-TNF-alpha—IR Fraizeron-treated patients, had a
significantly higher ACR 20 response compared to placebo at Weeks 16 and 24, with a slightly
higher response in the anti-TNF-alpha-naive group (In PsA 2 anti-TNF-alpha-naive: 64% and
58% for 150 mg and 300 mg, respectively, compared to placebo 15.9%; anti-TNF-alpha-IR:
30% and 46% for 150 mg and 300 mg, respectively, compared to placebo 14.3%). Anti-TNF-
alpha—IR patients on 300mg showed higher response rates on ACR20 compared to placebo
patients (p<0.05) and demonstrated clinical meaningful benefit over 150 mg on multiple
secondary endpoints. Improvements in the PASI75 response were seen regardless of previous
anti-TNF-alpha exposure.

In PsA2, the proportion of patients achieving a modified PsA Response Criteria (PsARC)
response was greater in the Fraizeron-treated patients (59.0% and 61.0% for 150 mg and 300
mg, respectively) compared to placebo (26.5%) at Week 24.

At Weeks 16 and 24, improvements in parameters of peripheral activity characteristic of
psoriatic arthritis (e.g. number of painful/tender joints, dactylitis, enthesitis and modified nail
psoriasis severity index (mNAPSI)) were seen in the Fraizeron-treated patients (nominal p-
value p<0.01).

The results of the components of the ACR response criteria are shown in Table 10.

Table 10 Mean change from baseline in ACR components for PsA 2 Study at
Week 24

Placebo 150 mg 300 mg
(N=98) (N=100) (N=100)

No. of swollen joints
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Baseline 121 11.9 11.2
Mean change at Week 24 -5.14 -6.32 -7.28*
Number of tender joints
Baseline 234 241 20.2
Mean change at Week 24 -4.28 -11.42%* -10.84**
Patient’s assessment of pain
Baseline 55.4 58.9 57.7
Mean change at Week 24 -11.71 -23.39* -22.35**
Patient global assessment
Baseline 57.6 62.0 60.7
Mean change at Week 24 -10.14 -25.78*** -26.70***
Physician global assessment
Baseline 55.0 56.7 55.0
Mean change at Week 24 -25.23 -32.97* -38.52%*
Disability Index (HAQ)

Baseline 1.1684 1.2200 1.2828
Mean change at Week 24 -0.31 -0.48* -0.56**
CRP (mg/dL),

Baseline 7.71 14.15 10.69
Mean change at Week 24 -0.75 -0.55* -0.55"
* p<0.05, ** p<0.01, *** p<0.001 based on nominal, but not adjusted, p-value

In PsA1l Study, Fraizeron-treated patients demonstrated significantly improved PsA signs and
symptoms at Week 24 with similar magnitude of response to PsA2 Study. Efficacy was
maintained up to Week 104.

Radiographic response

In PsA3 Study, structural damage was assessed radiographically and expressed by the modified
Total Sharp Score (mTSS) and its components, the Erosion Score (ES) and the Joint Space
Narrowing Score (JSN). Radiographs of hands, wrists, and feet were obtained at baseline Week
16 and/or Week 24 and scored independently by at least two readers who were blinded to
treatment group and visit number.

Fraizeron 150 mg and 300 mg treatment significantly inhibited the rate of progression of
peripheral joint damage compared with placebo treatment as measured by change from baseline
in mTSS at Week 24 (Table 11).

The percentage of patients with no disease progression (defined as a change from baseline in
mTSS of <0.5) from randomization to Week 24 was 79.8%, 88.0% and 73.6% for Fraizeron
150 mg, 300 mg and placebo, respectively. An effect of inhibition of structural damage was
observed irrespective of concomitant MTX use or TNF status.
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Structural damage was also assessed in the PsA1 Study. Radiographs of hands, wrists, and feet
were obtained at baseline and Week 24 during the double-blind period when patients were on
Fraizeron or placebo and at Week 52 when all patients were on open-label Fraizeron.

By Week 24, Fraizeron 150 mg treatment significantly inhibited the rate of progression of
peripheral joint damage compared with placebo treatment as measured by change from baseline
in mTSS (see Table 11). Inhibition of structural damage was maintained with Fraizeron
treatment up to Week 52.

Table 11 Change in modified Total Sharp Score in PsA3 and PsA1 Studies
PsA3 PsA1

Placebo 150 mg' 300 mg' Placebo 150 mg?
n=296 n=213 n=217 n=179 n= 185

Total Score

Baseline 15.0 13.6 12.9 28.4 223

(SD) (38.2) (25.9) (23.7) (63.5) (48.0)

Mean Change at Week 0.5 0.17* 0.08* 0.57 0.13*

24

Erosion Score

Baseline 8.91 7.74 7.39 16.29 12.44

(SD) (22.0) (13.9) (13.8) (37.4) (27.39)

Mean Change at Week 0.34 0.12* 0.05* 0.35 0.04*

24

Joint Space Narrowing

Score

Baseline 6.05 5.85 5.46 12.16 9.82

(SD) (16.6) (13.3) (10.7) (26.66) (21.29)

Mean Change at Week 0.15 0.05 0.03 0.23 0.10

24

* p<0.05 based on nominal, but not adjusted, p-value
' Fraizeron 150 mg or 300 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month
210 mg/kg at Weeks 0, 2 and 4 followed s.c. doses of 75 mg or 150 mg

In PsAl, radiographic inhibition was observed in both anti-TNF-alpha-naive and anti-TNF-
alpha-IR patients. Similar effect of inhibition of structural damage was observed irrespective of
concomitant MTX use. Inhibition of structural damage was maintained with Fraizeron treatment
up to Week 104.

Placebo patients who switched to 75 mg or 150 mg every 4 weeks demonstrated inhibition of
structural damage from Week 16 or 24 to Week 52 (Change in mTSS -0.03).

The percentage of patients with no-disease progression (defined as a change from baseline in
mTSS of <0.5) from randomization to Week 24 82.3% in secukinumab 10 mg/kg i.v. load —
150 mg s.c. maintenance and 75.7% in placebo. The percentage of patients with no-disease
progression, from Week 24 to Week 52, for the same above described regimen, was 85.7% and
86.8%, respectively.
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Axial manifestations in PsA

A randomized, double-blind, placebo-controlled study (MAXIMISE) assessed the efficacy of
secukinumab in 485 PsA patients with axial manifestations who were naive to biologic
treatment and responded inadequately to NSAIDs. The primary variable was at least a 20%
improvement in Assessment of Spondyloarthritis International Society (ASAS 20) criteria at
Week 12. Treatment with secukinumab 300 mg and 150 mg compared to placebo resulted in
significant improvement in signs and symptoms (including greater decreases from baseline in
spinal pain) and improvement in physical function (see Table 12).

Table 12 Clinical response on MAXIMISE Study at Week 12

Placebo 150 mg 300 mg

(n=164) (n=157) (n=164)
ASAS 20 response, % 31.2 66.3* 62.9*
ASAS 40 response, % 12.2 39.5% 43.6*
BASDAI 50, % 9.8 32.7* 37.4*
Spinal pain, VAS -13.6 -28.5" -26.5"
Physical function, HAQDI -0.155 -0.330** -0.389*

DISETUJUI OLEH BPOM 18 SEPTEMBER 2025

* p<0.0001; ** p<0.0005; versus placebo
ASAS: Assessment of SpondyloArthritis International Society Criteria; BASDAI: Bath Ankylosing Spondylitis Disease Activity
Index; VAS: Visual Analog Scale; HAQDI: Health Assessment Questionnaire — Disability Index

Improvement in ASAS 20 and ASAS 40 for both secukinumab doses were observed by Week
4 and were maintained up to 52 weeks.

Physical function and health related quality of life

In PsA2 and PsA3 studies, patients treated with Fraizeron 150 mg and 300 mg showed
improvement in physical function compared to patients treated with placebo as assessed by
Heath Assessment Questionnaire-Disability Index (HAQ-DI) at Week 24 and 16, respectively.
The proportion of patients on 150 mg or 300 mg who achieved a minimal clinically important
difference (MCID) of >0.3 improvement in HAQ-DI score from baseline was greater compared
to placebo at Week 16 (PsA3: 54.8%, 62.3% vs. 35.6%; p<0.0001) and Week 24 (PsA 2:46.0%,
49.0% vs. 16.3%, p<0.0001) and the response in PsA 2 was maintained up to Week 104.
Improvements in HAQ-DI scores were seen regardless of previous anti-TNF-alpha exposure.

There was greater improvement in Dermatology Life Quality Index (DLQI) scores in the
Fraizeron groups as compared to placebo at Week 24 (p<0.01). There was also greater
improvement in Functional Assessment of Chronic Illness Therapy — Fatigue (FACIT-F) scores
in the 150 mg and 300 mg Fraizeron groups when compared to placebo at Week 24 (p<0.01),
and these improvements were maintained up to Week 104 in PsA2. Fraizeron-treated patients
reported significant improvements in health-related quality of life as measured by the Short
Form (36) Health Survey Physical Component Summary (SF-36 PCS) score (p<0.001).
Improvements were also seen for EQ-5D. In addition improvements were seen in the psoriatic
arthritis QoL (PsSAQoL p<0.01) and in psoriatic arthritis-related productivity at work and within
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household, as reported by the Work Productivity and Activity Impairment—General Health
questionnaire (WPAI-GH) compared to placebo at Week 24.

In PsA1 Study, Fraizeron-treated patients significantly improved physical function as assessed
by HAQ-DI and SF-36 Physical Components at Week 24. Improvements were also seen in SF-
36 Mental Component, FACIT-F, PsAQoL and WPAI-GH. Efficacy was maintained up to
Week 52.

Axial spondyloarthritis (axSpA) with or without radiographic damage
Ankylosing spondylitis (AS) / axSpA with radiographic damage

The safety and efficacy of Fraizeron were assessed in 816 patients in three randomized, double-
blind, placebo-controlled phase III studies in patients with active ankylosing spondylitis (AS)
with a Bath Ankylosing Spondylitis Disease Activity Index (BASDAI) >4 despite nonsteroidal
anti-inflammatory drug (NSAID), corticosteroid or disease-modifying anti-rheumatic drug
(DMARD) therapy. Patients in the AS1 Study and AS2 Study had a diagnosis of AS for a
median of 2.7 to 5.8 years.

The efficacy and safety of Fraizeron 75 mg, 150 mg, and 300 mg were evaluated versus placebo
with either an i.v. or s.c. loading regimen. In Ankylosing Spondylitis 1 Study (AS1 Study),
Ankylosing Spondylitis 2 Study (AS2 Study), and Ankylosing Spondylitis 3 Study (AS3
Study), 27.0%, 38.8%, and 23.5% of patients, respectively, were previously treated with an anti-
TNF-alpha agent and discontinued the anti-TNF-alpha agent for either lack of efficacy or
intolerance (anti-TNF-alpha-IR patients).

AS1 Study (MEASURE 1) evaluated 371 patients, of whom 14.8% and 33.4% used
concomitant MTX or sulfasalazine, respectively. Patients randomized to Fraizeron received 10
mg/kg, i.v. at Weeks 0, 2, and 4, followed by either 75 mg or 150 mg s.c. every month. Patients
randomized to receive placebo who were non-responders at Week 16 were crossed over to
receive Fraizeron (either 75 mg or 150 mg) at Week 16, followed by the same dose every month.
Patients randomized to receive placebo who were responders at Week 16 were crossed over to
receive Fraizeron (either 75 mg or 150 mg) at Week 24, followed by the same dose every month.
The primary end point was at least a 20% improvement in Assessment of Spondyloarthritis
International Society (ASAS20) criteria at Week 16.

AS2 Study (MEASURE 2) evaluated 219 patients, of whom 11.9% and 14.2% used
concomitant MTX or sulfasalazine, respectively. Patients randomized to Fraizeron received 75
mg or 150 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month. At Week
16, patients who were randomized to placebo at baseline were rerandomized to receive
Fraizeron (either 75 mg or 150 mg) s.c. every month. The primary end point was ASAS 20 at
Week 16.

AS3 Study (MEASURE 3) evaluated 226 patients, of whom 13.3% and 23.5% used
concomitant MTX or sulfasalazine, respectively. Patients randomized to Fraizeron received 10
mg/kg, i.v. at Weeks 0, 2, and 4, followed by either 150 mg or 300 mg s.c. every month. At
Week 16, patients who were randomized to placebo at baseline were re-randomized to receive
Fraizeron (either 150 mg or 300 mg) s.c. every month. The primary end point was ASAS20 at
Week 16. Patients were blinded to the treatment regimen up to Week 52, and the study
continued to Week 156.
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Clinical response

Signs and symptoms

In AS2 Study, treatment with Fraizeron 150 mg resulted in greater improvement in ASAS20,
ASAS40, high-sensitivity C-reactive protein (hsCRP), ASAS 5/6 and BASDAI score compared
with placebo at Week 16 (see Table 13).

Table 13 Clinical response in AS2 Study at Week 16

Placebo 75mg 150 mg
Outcome (p-value vs placebo) (n=174) (n=73) (n=72)
Efficacy at Week 16
ASAS20 response, % 28.4 411 61.1***
ASAS40 response, % 10.8 26.0 36.1***
hsCRP, (post-BSL/BSL ratio) 1.13 0.61 0.55***
ASAS5/6, % 8.1 34.2 43.1**
BASDAI, LS mean change from baseline
score —0.85 -1.92 —2.19***
ASAS partial remission, % 41 15.1 13.9
BASDAI50, % 10.8 24.7* 30.6**
ASDAS-CRP major improvement 4.1 15.1* 25.0***

*p<0.05; **p<0.01; ***p< 0.001 vs. placebo

All p-values adjusted for multiplicity of testing based on pre-defined hierarchy, except BASDAI50 and ASDAS-CRP

Non-responder imputation used for missing binary endpoint

ASAS: Assessment of SpondyloArthritis International Society Criteria; BASDAI: Bath Ankylosing Spondylitis Disease Activity
Index; hsCRP: high-sensitivity C-reactive protein;, ASDAS: Ankylosing Spondylitis Disease Activity Score; BSL: baseline; LS:

least square

The results of the main components of the ASAS20 response criteria are shown in Table 14.

Table 14 Main components of the ASAS20 response criteria at baseline and
Week 16 in AS 2 Study
Placebo 75 mg 150 mg
(N =74) (N=73) (N=72)
Baseline Week16 Baseline Week16 Baseline Week16

ASAS20 Response
criteria
_Patient global 7.0 5.5 6.5 45 6.7 3.8
assessment (0-10)
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-Total spinal pain (0-10) 6.9 5.7 6.5 4.6 6.6 3.7
-BASFI (0-10) 6.1 5.3 6.0 4.1 6.2 3.8
6.5 5.7 6.9 4.4 6.5 4.0

-Inflammation (0-10)

The onset of action of Fraizeron 150 mg occurred as early as Week 1 for ASAS20 (superior to
placebo) in AS2 Study. The percentage of patients achieving an ASAS20 response by visit is

shown in Figure 4.

Figure 4 ASAS20 responses in AS 2 Study over time up to Week 16
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ASAS20 responses were improved at Week 16 in both anti-TNF-alpha-naive patients (68.2%
vs. 31.1%; p<0.05) and anti-TNF-alpha-IR patients (50.0% vs. 24.1%; p<0.05) for Fraizeron
150 mg compared with placebo, respectively.

In AS1 Study and AS2 Study, Fraizeron-treated patients (150 mg in AS2 Study and both
regimens in AS1 Study) demonstrated significantly improved signs and symptoms at Week 16,
with comparable magnitude of response and efficacy was maintained up to Week 52. The
magnitude of response (treatment difference versus placebo) with regards to signs and
symptoms at Week 16 was similar in anti-TNF-alpha-naive and anti-TNF-alpha-IR patients in
both studies, with higher absolute response rates in anti-TNF-alpha-naive patients. Efficacy was
maintained in anti-TNF-alpha-naive and anti-TNF-alpha-IR patients up to Week 52 in both
studies.

In AS3 Study, Fraizeron treated patients (150 mg and 300 mg) demonstrated improved signs
and symptoms, and had comparable efficacy responses regardless of dose that were superior to
placebo at Week 16 for the primary endpoint (ASAS20). Overall, the efficacy response rates
for the 300 mg group were consistently greater compared to the 150 mg group for the secondary
endpoints. During the blinded period, the ASAS20 and ASAS40 responses were 69.7% and
47.6% for 150 mg and 74.3% and 57.4% for 300 mg at Week 52, respectively. The ASAS20
and ASAS40 responses were maintained through Week 156 (69.5% and 47.6% for 150 mg vs.
74.8% and 55.6% for 300 mg). The ASAS partial remission (ASAS PR) responses were 9.5%
and 21.1% for 150 mg and 300 mg respectively, compared to 1.3% for placebo at Week 16. The
ASAS PR responses were 18.1% and 24.3% for 150 mg and 300 mg at Week 52, respectively.
These responses were maintained through Week 156 (15.1% for 150 mg and 27.2% for 300

mg).
Spinal mobility
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Spinal mobility was assessed by BASMI up to Week 52. In AS2 Study (150 mg) and in ASI
Study (75 mg and 150 mg), numerically greater improvements in each BASMI component were
demonstrated in Fraizeron-treated patients compared with placebo-treated patients at Weeks 4,
8, 12, and 16 (except for lateral lumbar flexion in patients on 75 mg following the IV load at
Weeks 4, 8, and 12).

Physical function and health-related quality of life

In AS2 Study, patients treated with Fraizeron 150 mg showed improvements by Week 16
compared to placebo-treated patients in physical function as assessed by the BASFI (-2.15 vs -
0.68, p< 0.0001) and in pain as assessed by the Total and Nocturnal Back Pain scale (-29.64 vs
-9.64, p<0.0001). Fraizeron-treated patients reported improvements compared to placebo-
treated patients in tiredness (fatigue) as reported at Week 16 by scores on the Functional
Assessment of Chronic Illness Therapy-Fatigue (FACIT-Fatigue) scale and in health-related
quality of life as measured by ASQoL (LS mean change: -4.00 vs -1.37, p<0.001) and SF-36
Physical Component Summary (SF-36 PCS) (LS mean change: 6.06 vs 1.92, p< 0.001).
Fraizeron 150 mg had numerically larger mean improvements than placebo for three of the four
Work Productivity and Activity Impairment-General Health (WPAI-GH) outcomes at Week
16. These improvements were sustained up to Week 52.

In AS1 Study, Fraizeron-treated patients reported improvement in physical function compared
to placebo-treated patients at Week 16, as assessed by the BASFI, Total and Nocturnal Back
Pain scale, FACIT-Fatigue, ASQoL, EQ-5D and SF-36 Physical Component Summary.
Numerically greater increases in work productivity as measured with the WPAI-GH were also
observed at Week 16 (tests of significance not performed). These improvements in physical
function were all sustained up to Week 52.

Inhibition of inflammation in magnetic resonance imaging (MRI)

In an imaging sub-study including 105 anti-TNF-oalpha-naive patients in AS1 Study, signs of
inflammation were assessed by MRI at baseline and Week 16 and expressed as change from
baseline in Berlin SI-joint edema score for sacroiliac joints and ASspiMRI-a score and Berlin
spine score for the spine. Inhibition of inflammatory signs in both sacroiliac joints and the spine
was observed in secukinumab-treated patients.

Non-radiographic axial spondyloarthritis (nr-axSpA) / axSpA without
radiographic damage

The safety and efficacy of Fraizeron were assessed in 555 patients in one randomized, double-
blind, placebo-controlled phase IIl study in patients with active non-radiographic axial
spondyloarthritis (nr-axSpA) fulfilling the Assessment of Spondyloarthritis International
Society (ASAS) classification criteria for axial spondyloarthritis (axSpA) with no radiographic
evidence of changes in the sacroiliac joints that would meet the modified New York criteria for
ankylosing spondylitis (AS). Patients enrolled had active disease, defined as a Bath Ankylosing
Spondylitis Disease Activity Index (BASDAI) >4, a Visual Analogue Scale (VAS) for total
back pain of >40 (on a scale of 0 to 100 mm), despite current or previous non-steroidal anti-
inflammatory drug (NSAID) therapy and increased C-reactive protein (CRP) and/or evidence
of sacroiliitis on Magnetic Resonance Imaging (MRI). Patients in this study had a diagnosis of
axSpA for a mean of 2.1 to 3.0 years and 54% of the study participants were female.
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In nr-axSpA 1 Study, 57.6% of patients had increased CRP, 72.2% had evidence of sacroiliitis
on MRI and 29.9% had both increased CRP and evidence of sacroiliitis on MRI. In addition,
9.7% of patients were previously treated with an anti-TNF-alpha agent and discontinued the
anti-TNF-alpha agent for either lack of efficacy or intolerance (anti-TNF-alpha-IR patients).

Nr-axSpA 1 Study (PREVENT) evaluated 555 patients, of whom 9.9% and 14.8% used
concomitant MTX or sulfasalazine, respectively. In the double-blind period, patients received
either placebo or Fraizeron for 52 weeks. Patients randomized to Fraizeron received 150 mg
s.c. at Weeks 0, 1, 2, 3 and 4 followed by the same dose every month, or a once monthly
injection of Fraizeron 150 mg. The primary endpoint was at least 40% improvement in ASAS
40 at Week 16 in TNF-naive patients.

Clinical response

Signs and symptoms

In nr-axSpA1 Study, treatment with Fraizeron 150 mg resulted in significant improvements in
the measures of disease activity compared to placebo at Week 16. These measures include
ASAS 40, ASAS 5/6, BASDALI score, BASDAI 50, high-sensitivity CRP (hsCRP), ASAS 20
and ASAS partial remission response compared to placebo at Week 16 (Table 15).

Table 15 Clinical response in nr-axSpA1 Study at Week 16

Outcome (p-value vs placebo) Placebo 150 mg'
Number of TNF-naive patients randomized 171 164
ASAS 40 response, % 29.2% 41.5%*
Total number of patients randomized 186 185
ASAS 40 response, % 28.0% 40.0%*
ASAS 5/6, % 23.7% 40.0%**
BASDAI LS mean change from baseline score -1.46 -2.35%*
BASDAI 50, % 21.0% 37.3%**
hsCRP, (post-BSL/BSL ratio) 0.91 0.64**
ASAS 20 response, % 45.7% 56.8%*
ASAS partial remission, % 7.0% 21.6%**

*p<0.05; **p< 0.001 vs. placebo

All p-values adjusted for multiplicity of testing based on pre-defined hierarchy
Non-responder imputation used for missing binary endpoint

'Fraizeron 150 mg s.c. at Weeks 0, 1, 2, 3, and 4 followed by the same dose every month

ASAS: Assessment of SpondyloArthritis International Society Criteria; BASDAI: Bath Ankylosing Spondylitis Disease Activity
Index; hsCRP: high-sensitivity C-reactive protein; BSL: baseline; LS: least square

The results of the main components of the ASAS40 response criteria are shown in Table 16.
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Table 16 Main components of the ASAS40 response criteria and other

measures of disease activity in nr-axSpA patients at baseline and
Week 16 in nr-axSpA1 Study

Placebo 150 mg Load 150 mg No Load
(N =186) (N =185) (N =184)
Baseline Week 16 Baseline Week 16 Baseline Week 16
change change change
from from from
baseline baseline baseline
ASAS40 Response
criteria
-Patient global 68.8 -13.78 72.6 -24.10 71.0 -26.17
assessment of
Disease Activity (0
to 100 mm)
-Total back pain (0 70.9 -15.64 73.3 -24.96 72.0 -25.52
to 100 mm)
-BASFI (0 to 10) 5.893 -1.01 6.244 -1.75 5.922 -1.64
-Inflammation (0 to 6.588 -1.71 7.206 -2.76 6.827 -2.84
10)
hsCRP (mgl/L) 10.76 -2.42 13.17 -7.90 9.67 -4.67
Mean Change at
Week 16
BASDAI (0 to 10) 6.760 -1.46 7.082 -2.35 6.931 -2.43
- Spinal pain 7.52 -2.03 7.76 -3.00 7.62 -2.98
- Peripheral pain 6.13 -1.60 6.29 -2.26 6.55 -2.42
and swelling (0 to
10)
BASMI 2.765 -0.13 2.923 -0.26 2,772 -0.27

The onset of action of Fraizeron 150 mg occurred as early as Week 3 for ASAS 40 in anti-TNF-
alpha naive patients (superior to placebo) in nr-axSpAl Study. The percentage of patients
achieving an ASAS 40 response in anti-TNF-alpha naive patients by visit is shown in Figure 6.
Patients treated with Fraizeron maintained their response compared to placebo up to Week 52.

DISETUJUI OLEH BPOM 18 SEPTEMBER 2025

ID REG: EREG10000512500149-51



Novartis Page 43
Leaflet Fraizeron®

Figure 6 ASAS 40 responses in anti-TNF-alpha naive patients in nr-axSpA1
Study over time up to Week 16
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ASAS 40 responses were also improved at Week 16 in anti-TNF-alpha-IR patients (28.6% vs.
13.3%) for Fraizeron 150 mg compared with placebo. The magnitude of response (treatment
difference versus placebo) with respect to signs and symptoms at Week 16 was similar in anti-
TNF-alpha-naive and anti-TNF-alpha-IR patients, with higher absolute response rates in anti-
TNF-alpha-naive patients. Efficacy versus placebo was maintained in anti-TNF-alpha-naive
and anti-TNF-alpha-IR patients up to Week 52.

Physical function and health-related quality of life

Patients treated with Fraizeron 150 mg showed statistically significant improvements by Week
16 compared to placebo-treated patients in physical function as assessed by the BASFI (Week
16: -1.75 vs -1.01, p<0.01). Patients treated with Fraizeron reported significant improvements
compared to placebo-treated patients by Week 16 in health-related quality of life as measured
by ASQoL (LS mean change: Week 16: -3.45 vs -1.84, p<0.001) and SF-36 Physical
Component Summary (SF-36 PCS) (LS mean change: Week 16: 5.71 vs 2.93, p<0.001). These
improvements were sustained up to Week 52.

Spinal mobility

Spinal mobility was assessed by BASMI up to Week 16. Numerically greater improvements
were demonstrated in patients treated with Fraizeron compared with placebo-treated patients at
Weeks 4, 8, 12 and 16.

Inhibition of inflammation in magnetic resonance imaging (MRI)

Signs of inflammation were assessed by MRI at baseline and Week 16 and expressed as change
from baseline in Berlin SI-joint edema score for sacroiliac joints and ASspiMRI-a score and
Berlin spine score for the spine. Inhibition of inflammatory signs in both sacroiliac joints and
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the spine was observed in patients treated with secukinumab. Mean change from baseline in
Berlin SI-joint edema score was -1.68 for patients treated with Fraizeron 150 mg (n=180) versus
-0.39 for the placebo-treated patients (n=174) (p<0.0001).

Juvenile Idiopathic Arthritis (JIA)
Enthesitis-Related Arthritis (ERA) and Juvenile Psoriatic Arthritis (JPsA)

The efficacy and safety of secukinumab were assessed in 86 patients in a 3-part, double-blind,
placebo-controlled, event-driven, randomized, Phase III study in patients 2 to < 18 years of age
with active ERA or JPsA as diagnosed based on a modified International League of
Associations for Rheumatology (ILAR) JIA classification criteria. The study consisted of an
open-label portion (Part 1), followed by randomized withdrawal (Part 2), followed by open-
label treatment (Part 3). The JIA patient subtypes at study entry were: 60.5% ERA and 39.5%
JPsA. In the study 65.1% of patients were treated concomitantly with MTX. Patients were given
a dose of 75 mg if weighing < 50 kg, or 150 mg if weighing > 50 kg.

The primary endpoint was time to flare in Part 2. Disease flare was defined as a > 30%
worsening in at least three of the six JIA ACR response criteria and > 30% improvement in not
more than one of the six JIA ACR response criteria and a minimum of two active joints.

In open-label Part 1, all patients received secukinumab until Week 12. Patients classified as
responders at Week 12 entered into the Part 2 double-blind phase and were randomized 1:1 to
continue treatment with secukinumab or begin treatment with placebo. At the end of Part 1, 75
out of 86 patients (87.2%) demonstrated a JIA ACR 30 response and entered into Part 2. Similar
responses were seen in each JIA subtype (JPsA and ERA) (Figure 7). At Week 12, 86.7%,
69.9%, and 39.8% of patients were JIA ACR 50, 70, and 90 responders, respectively. Also at
Week 12, 36.1% of children had inactive disease based on ACR criteria. The onset of action of
secukinumab occurred as early as Week 1. The mean decrease from baseline in Juvenile
Arthritis Disease Activity Score (JADAS)-27 was -10.487 (SD: 6.20).
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Figure 7
12 - Part 1
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Up to Week 12, all JIA ACR components demonstrated clinically relevant improvement from

baseline (see Figure 8).
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Figure 8 Improvement from baseline for JIA ACR components up to Week 12 in
Part 1

100

77.4 79.3

Mean* percent improvement
from baseline to Week 12

Physician Parent or Functional Number of Number of *C-reactive
global subject global ability joints with joints with protein
assessment assessment (CHAQ) active arthritis ~ limited range standardized
of disease of overall of motion value (mg/L)

activity well-being (VAS
(VAS 0-100 mm)  0-100 mm)

*C-reactive protein is shown as median percent improvement from baseline, due to outliers of C-
reactive protein values

The study met its primary endpoint by demonstrating a statistically significant prolongation in
the time to disease flare in patients treated with secukinumab compared to placebo. The risk of
flare was reduced by 72% for patients on secukinumab compared with patients on placebo
(Hazard Ratio of flare events=0.28, 95% CI: 0.13 to 0.63, p<0.001) (Figure 9). During Part 2,
a total of 21 patients in the placebo group experienced a flare event (11 JPsA and 10 ERA)
compared with 10 patients in the secukinumab group (4 JPsA and 6 ERA). Each component of
the JIA ACR core components remained stable or improved for patients that continued on
secukinumab.
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Figure 9 Kaplan-Meier estimates of the time to disease flare in Part 2

DISETUJUI OLEH BPOM 18 SEPTEMBER 2025

100

80

Proportion of patients with disease flare (%)

T T T T T T T T T T T T T T T T T T T T T T T T T

85 113 141 169 197 225 253 281 309 337 365 393 421 449 477 505 533 561 589 617 645 673

Time (days)

AIN457 ===w=== Placebo in TP2 - Censored |

Number of Patients at Risk

AIN457 37 36 34
Placebo in TP2 38 38 32

33 32 30 30 29 29 29 25 25 24 23 23 23 23 23 23 21 21 21 20 14 O
29 28 25 22 21 21 21 20 20 19 19 19 18 18 16 16 15 15 15 15 10 O

The data in the 2 to <6 age group were inconclusive due to the low number of patients below 6
years of age enrolled in the study.

Hidradenitis Suppurativa

The safety and efficacy of secukinumab were assessed in 1,084 patients in two randomized,
double-blind, placebo-controlled phase III studies in adult patients with moderate to severe
hidradenitis suppurativa (HS) who were candidates for systemic biologic therapy. Patients
enrolled in HS study 1 (SUNSHINE) and HS study 2 (SUNRISE) had Hurley stage I (4.6% and
2.8%, respectively), II (61.4% and 56.7%, respectively) or III (34.0% and 40.5%, respectively)
disease at baseline with at least five inflammatory lesions affecting two anatomical areas. The
proportion of patients weighing >90 kg was 54.7% in HS study 1 and 50.8% in HS study 2.
Patients in these studies had a diagnosis of moderate to severe HS for a mean of 7.3 years and
56.3% of the study participants were female.

In HS study 1 and HS study 2, 23.8% and 23.2% of patients, respectively, were previously
treated with a biologic and discontinued the biologic agent for either lack of efficacy or
intolerance (bio-exposed patients).

HS study 1 evaluated 541 patients and HS study 2 evaluated 543 patients, of whom 12.8% and
10.7%, respectively, received concomitant stable dose of antibiotics. In both studies, patients
randomized to secukinumab received 300 mg subcutaneously at Weeks 0, 1, 2, 3 and 4,
followed by 300 mg every 2 weeks (Q2W) or every 4 weeks (Q4W). At Week 16, patients who
were randomized to placebo were reassigned to receive secukinumab 300 mg at Weeks 16, 17,
18, 19 and 20 followed by either secukinumab 300 mg Q2W or secukinumab 300 mg Q4W.

The primary endpoint in both studies (HS study 1 and HS study 2) was the proportion of patients
achieving a Hidradenitis Suppurativa Clinical Response defined as at least a 50% decrease in
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abscesses and inflammatory nodules count with no increase in the number of abscesses and/or
in the number of draining fistulae relative to baseline (HiISCR50) at Week 16. Reduction in HS-
related skin pain was assessed as a secondary endpoint on the pooled data of HS study 1 and
HS study 2 using a Numerical Rating Scale (NRS) in patients who entered the studies with an
initial baseline score of 3 or greater.

In HS study 1 and HS study 2, a significantly higher proportion of patients treated with
secukinumab 300 mg Q2W achieved a HiSCR50 response with a significant decrease in
abscesses and inflammatory nodules (AN) count compared to placebo at Week 16. In HS
study 1, a significantly lower rate of patients experienced flares up to Week 16 with
secukinumab 300 mg Q2W. A significantly higher proportion of patients treated with
secukinumab 300 mg Q2W (pooled data) experienced a clinically relevant decrease in HS-
related skin pain compared to placebo at Week 16.
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Table 17 Clinical response in HS study 1 and HS study 2 at Week 16
HS study 1 HS study 2
Placebo 300 mg 300 mg Placebo 300 mg 300 mg
Q4w Q2w Q4w Q2w
Number of patients 180 180 181 183 180 180
randomized
HiSCR50, % 33.7 41.8 45.0* 31.2 46.1* 42.3*
AN count, LS mean -24.3 -42.4 -46.8* -22.4 -45.5* -39.3*
change from baseline
Flares, % 29.0 23.2 15.4* 27.0 15.6* 20.1
Pooled data (HS study 1 and HS study 2)
Placebo 300 mg Q4W 300 mg Q2W

Number of patients with 251 252 266
NRS 23 at baseline
NRS30 response, % 23.0 335 36.6*
" Multiple imputation was implemented for missing data
* Statistically significant versus placebo based on the pre-defined hierarchy with overall alpha = 0.05
AN: Abcesses and inflammatory Nodules; HiISCR: Hidradenitis Suppurativa Clinical Response; NRS: Numerical
Rating Scale

In both studies, the onset of action of secukinumab occurred as early as Week 2, the efficacy
progressively increased to Week 16 and was maintained up to Week 52.

Improvements were seen for the primary and key secondary endpoints in HS patients regardless
of previous or concomitant antibiotic treatment.

HiSCR50 responses were improved at Week 16 in both biologic-naive and biologic-exposed
patients (pooled data; biologic-naive: 45.6% and 45.4% for 300 mg Q2W and 300 mg Q4W,
respectively, compared to placebo 34.2%; biologic-exposed: 37.0% and 38.8% for 300 mg
Q2W and 300 mg Q4W, respectively, compared to placebo 27.3%).
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Greater improvements at Week 16 from baseline compared to placebo were demonstrated in
health-related quality of life as measured by the Dermatology Life Quality Index (DLQI
response; HS study 1: 47.8% and 48.4% for 300 mg Q2W and 300 mg Q4W, respectively,
compared to placebo 28.9%; HS study 2: 37.5% and 47.2% for 300 mg Q2W and 300 mg Q4W,
respectively, compared to placebo 31.7%) and the Euro-QoL 5-Dimension 3-Level Health
Status Questionnaire (EQ-5D-3L mean absolute change from baseline; HS study 1: 4.5 and 2.8
for 300 mg Q2W and 300 mg Q4 W, respectively, compared to placebo 0.8; HS study 2: 9.9 and
3.3 for 300 mg Q2W and 300 mg Q4W, respectively, compared to placebo 0.3). Greater
improvements at Week 16 from baseline compared to placebo were also demonstrated in Patient
Global Impression of change and Patient Global Impression of severity.

Non-clinical safety data

Non-clinical data revealed no special hazard for humans based on tissue cross-reactivity testing,
safety pharmacology, repeated dose and reproductive toxicity studies performed with
secukinumab or a murine anti-murine IL-17A antibody.

Since secukinumab binds to cynomolgus monkey and human IL-17A, its safety was studied in
the cynomolgus monkey. No undesirable effects of secukinumab were seen following
subcutaneous administration to cynomolgus monkeys for up to 13 weeks and intraveneous
administration up to 26 weeks (including pharmacokinetic, pharmacodynamic, immunogenicity
and immunotoxicity (e.g. T cell dependent antibody response and NK cell activity) evaluations).
The average serum concentrations observed in monkeys after 13 weekly subcutaneous doses of
150 mg/kg are 48-fold higher than the predicted average serum concentration expected in
psoriatic patients at the highest clinical dose. The exposure multiples are even higher when the
average serum concentration from the 26 weeks intravenous toxicology study in cynomolgus
monkeys are taken into consideration. Antibodies to secukinumab were detected in only one
out of 101 animals. No non-specific tissue cross-reactivity was demonstrated when
secukinumab was applied to normal human tissues.

Animal studies have not been conducted to evaluate the carcinogenic potential of secukinumab.

For information on reproductive toxicity, see section Pregnancy, lactation, females and males
of reproductive potential.

Pharmaceutical information

Incompatibilities

Powder for solution for injection: Fraizeron should not be mixed with any medication or
diluents other than sterile water for injection.

Solution for injection in pre-filled pen: These medicinal products must not be mixed with
other medicinal products.

Special precautions for storage
Store in a refrigerator at 2°C to 8°C.
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For the pre-filled pen only:
e Do not freeze.

e If necessary, may be stored unrefrigerated for a single period of up to 4 days at room
temperature, not above 30°C.

Store in the original carton to protect from light.
Fraizeron must be kept out of the reach and sight of children.

Do not use beyond the expiry date stated.

Shelf-life: The expiry date is indicated on the packaging.

Instructions for use and handling
Instruction for Use of Fraizeron 150 mg powder for solution for injection

The following information is intended for medical or healthcare professionals only.

Store the vial of 150 mg powder for solution for injection of Fraizeron in the refrigerator
between 2°C to 8°C.

The single-use vial contains 150 mg of Fraizeron for reconstitution with sterile water for
injection (SWFI). Do not use the vial after the expiry date shown on the outer box or vial. If it
has expired, return the entire pack to the pharmacy.

The preparation of the solution for subcutaneous injection shall be done without interruption
ensuring that aseptic technique is used. The preparation time from piercing the stopper until end
of reconstitution on average takes 20 minutes and should not exceed 90 minutes.

To prepare Fraizeron 150 mg powder for solution for injection please adhere to the following
instructions:

Instructions for reconstitution of Fraizeron 150 mg powder for solution for injection:

1. Bring the vial of Fraizeron 150 mg powder for solution for injection to room temperature
and ensure sterile water for injection (SWFI) is at room temperature.

2. Withdraw slightly more than 1.0 mL sterile water for injection (SWFI) into a 1 mL
graduated disposable syringe and adjust to 1.0 mL.

3. Remove the plastic cap from the vial.

4. Insert the syringe needle into the vial containing the lyophilized cake of Fraizeron through
the center of the rubber stopper and reconstitute the cake by slowly injecting 1.0 mL of
SWEFT into the vial. The stream of SWFI should be directed onto the lyophilized cake.
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5. Tilt the vial to an angle of approx. 45° and gently rotate between the fingertips for approx.
1 minute. Do not shake or invert the vial.

6. Keep the vial standing at room temperature for a minimum of 10 minutes to allow for
dissolution. Note that foaming of the solution may occur.

7. Tilt the vial to an angle of approx. 45° and gently rotate between the fingertips for approx.
1 minute. Do not shake or invert the vial.

8. Allow the vial to stand undisturbed at room temperature for approximately 5 minutes. The
resulting solution should be clear. Its color may vary from colorless to slightly yellow. Do
not use if the lyophilized powder has not fully dissolved or if the liquid contains easily
visible particles, is cloudy or is distinctly brown.

9. Prepare the required number of vials (1 vial for the 75 mg dose, 1 vial for the 150 mg dose,
2 vials for the 300 mg dose).

After preparation, the solution for subcutaneous injection can be used immediately or can be
stored at 2°C to 8 °C for up to 24 hours. Do not freeze. After storage at 2°C to 8 °C, the solution
should be allowed to come to room temperature for approximately 20 minutes before
administration. The solution should be administered within 1 hour after removal from the 2°C
to 8°C storage.

Instructions for administration of Fraizeron solution
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1. Tilt the vial to an angle of approximately 45 degrees and position the needle tip at the very
bottom of the solution in the vial when drawing the solution into the syringe. DO NOT
invert the vial.

‘&Y

o

|
L

2. For the 150 mg and 300 mg doses, carefully withdraw slightly more than 1.0 mL of the
solution for subcutaneous injection from the vial into a 1 mL graduated disposable syringe
using a suitable needle (e.g. 21G x 2”). This needle will only be used for withdrawing
Fraizeron into the disposable syringe. Prepare the required number of syringes (1 syringe
for the 150 mg dose, 2 syringes for the 300 mg dose). For a child receiving the 75 mg dose,
carefully withdraw slightly more than 0.5 mL of the solution for subcutaneous injection and
discard the rest immediately.

3. With the needle pointing upward, gently tap the syringe to move any air bubbles to the top.

4. Replace the attached needle with a 27G x 2 ” needle.
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5. Expel the air bubbles, For the 150 mg dose, advance the plunger to the 1.0 mL mark. For
the 75 mg dose, advance the plunger to the 0.5 mL mark.

6. Clean the injection site with an alcohol swab.

7. Inject the Fraizeron solution subcutaneously into the front of thighs, lower abdomen (but
not the area 2 inches (5 centimeters) around the navel (belly button) or outer upper arms.
Choose a different site each time an injection is administered. Do not inject into areas where
the skin is tender, bruised, red, scaly or hard. Avoid areas with scars or stretch marks.

8. Any remaining solution in the vial must not be used and should be discarded in accordance
with local requirements. Vials are for single use only. Dispose of the used syringe in a sharps
container (closable, puncture resistant container). For the safety and health of you and
others, needles and used syringes must never be re-used.

INSTRUCTIONS FOR USE OF FRAIZERON 300 MG UNOREADY SOLUTION FOR
INJECTION IN PRE-FILLED PEN
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Fraizeron UNOREADY pen 300 mg
Solution for injection in a pre-filled pen
Single-use pen for subcutaneous injection
Secukinumab

Patient Instructions for Use

Read ALL the way through these instructions before injecting.

These instructions are to help you to inject correctly using the
Fraizeron UNOREADY pen.

Itis important not to try to inject yourself until you have been trained
by your doctor, nurse or pharmacist.

Your Fraizeron UNOREADY pen 300 mg:
Do not use the Fraizeron UNOREADY pen if the seal on the
outer carton is broken.

P o
Needle guard Keep the Fraizeron UNOREADY pen in the sealed outer
carton until you are ready to use it to protect it from light.
Cap Viewing Store your Fraizeron UNOREADY pen in a refrigerator
1 between 2°C and 8°C and out of the reach of children.

\ .
Q : | Window Do not freeze the Fraizeron UNOREADY pen.
v P Internal needle cover

’ Do not shake the Fraizeron UNOREADY pen.

Do not use the Fraizeron UNOREADY pen if it has been
dropped with the cap removed.

Fraizeron UNOREADY pen is shown above with The needle is covered by the needle guard and the needle
the cap removed. Do not remove the cap until you will not be seen. Do not touch or push the needle guard
are ready to inject. because you could get a needle stick.

What you need for your injection:
What you need for your injection:

o Included in the carton:
e A new, unused Fraizeron UNOREADY pen

~~
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Before your injection:

Not included in the carton:

e  Alcohol swab

e  Cotton ball or gauze

e  Sharps disposal container

See “How should | dispose of used Fraizeron UNOREADY
pens?” at the end of this Instructions for Use.

For a more comfortable injection, take the Fraizeron UNOREADY pen out of the refrigerator
30 to 45 minutes before injecting to allow it to reach room temperature.

N
|’_

S T

Viewind

window

Expirationldate (EXP)

1. Important safety checks before you inject:

For the “viewing window”:

The liquid should be clear. lts color may vary from colorless to
slightly yellow.

Do not use if the liquid contains visible particles, is cloudy or is
distinctly brown. You may see air bubbles, which is normal.

For the “Expiration date”:
Look at the expiration date (EXP) on your Fraizeron pen. Do not
use the pen if the expiration date has passed.

Check that your pen contains the correct medicine and dosage.
Contact your pharmacist if the pen fails any of these checks.

2al/ Choose your injection site:

e The recommended site is the front of the thighs. You may also
use the lower abdomen, but not the area 2 inches (5 cm)
around the navel (belly button).

e Choose a different site each time you give yourself an injection.

¢ Do not inject into areas where the skin is tender, bruised, red,
scaly or hard. Avoid areas with scars or stretch marks.
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2b/ Caregivers and healthcare professionals only:
| e If a caregiver or healthcare professional is giving you your
' injection, they may also inject into your outer upper arm.

3/ Cleaning your injection site:

e  Wash your hands with soap and hot water.

e Using a circular motion, clean the injection site with the alcohol
swab. Leave it to dry before injecting.

e Do not touch the cleaned area again before injecting.

a

Your injection:

4/ Removing the cap:
e  Only remove the cap when you are ready to use the pen.
e  Pull the cap straight off in the direction of the arrow that is
shown in the figure on left.
e  Once removed, throw away the cap. Do not try to re attach
the cap as you may bend the needle.
e Use the pen within 5 minutes of removing the cap.
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Fa/\ 5/ Holding your Fraizeron UNOREADY pen:
e Hold the pen at 90 degrees to the cleaned injection site.

P
v

:

Correct Incorrect

YOU MUST READ THIS BEFORE INJECTING.

During the injection you will hear 2 clicks.

The 1st click indicates that the injection has started. Several
seconds later a 2nd click will indicate that the injection is almost
finished.

You must keep holding the pen firmly against your skin until you

see a green indicator with a grey tip fill the window and stop
moving.

6/ Starting your injection:

e Press the pen firmly against the skin to start the injection.
e The 1st click indicates the injection has started.

o Keep holding the pen firmly against your skin.

L]

The green indicator with the grey tip shows the progress of
the injection.

7/ Completing your injection:

e Listen for the 2nd click. This indicates the injection is almost
complete.

e Check the green indicator with the grey tip has filled the
window and has stopped moving.

e The pen can now be removed
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8/ Check the green indicator fills the window:

e This means the medicine has been delivered. Contact your
doctor or pharmacist if the green indicator is not visible.

® There may be a small amount of blood at the injection site. You
can press a cotton ball or gauze over the injection site and hold
it for 10 seconds. Do not rub the injection site. You may cover
the injection site with a small adhesive bandage, if needed.

9/ Disposing of your Fraizeron UNOREADY pen:

e Dispose of the used pen in a sharps disposal container (i.e. a
puncture-resistant closable container, or similar).

e Never try to reuse your pen.

INSTRUCTIONS FOR USE OF FRAIZERON 150 MG SENSOREADY SOLUTION
FOR INJECTION IN PRE-FILLED PEN
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Fraizeron SensoReady pen 150 mg
v Solution for injection in a pre-filled pen

Secukinumab

Patient Instructions for Use

Read ALL the way through these instructions before injecting.
These instructions are to help you to inject correctly using the
Fraizeron SensoReady pen.

It is important not to try to inject yourself or a person in your care
until you have been trained by your doctor, nurse or pharmacist.

Your Fraizeron SensoReady pen:

a
Store your boxed Fraizeron SensoReady pen in a
refrigerator between 2°C and 8°C and out of the reach of
m d children.

Do not freeze the Fraizeron SensoReady pen.

a. Needle Do not shake the Fraizeron SensoReady pen.

b.  Needle guard Do not use the Fraizeron SensoReady pen if it has been
c. Cap dropped with the cap removed.

d. Inspection window

e. Internal needle cover For a more comfortable injection, take the Fraizeron

SensoReady pen out of the refrigerator 15 to 30 minutes
Fraizeron SensoReady pen shown with the cap before injecting to allow it to reach room temperature.

removed. Do not remove the cap until you are
ready to inject.
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What you need for your injection:

Included in the carton: Not included in the carton:

A new and wunused Fraizeron Alcohol swab. <+ O +
&

SensoReady pen. 1 pen is needed for a Cotton ball o qauze
150 mg dose and 2 pens are needed for 9 ’
a 300 mg dose. Sharps disposal container.

Before your injection:

1/ Important safety checks before you inject:

The liquid should be clear. Its color may vary from colorless to slightly yellow.
Do not use if the liquid contains easily visible particles, is cloudy or is distinctly
brown. You may see a small air bubble, which is normal.

Do not use your Fraizeron SensoReady pen if the expiration date has
passed.

Do not use if the safety seal has been broken.

Contact your pharmacist if the Fraizeron SensoReady pen fails any of these
checks.

2a/ Choose your injection site:

The recommended site is the front of the thighs. You may also use the lower
abdomen, but not the area 2 inches around the navel (belly button).

Choose a different site each time you give yourself an injection.

Do not inject into areas where the skin is tender, bruised, red, scaly or hard.
Avoid areas with scars or stretch marks.

2b/ Caregivers and Healthcare Professionals Only:

If a caregiver or healthcare professional is giving you your injection, they
may also inject into your outer upper arm.
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3/ Cleaning your injection site:
® Wash your hands with hot soapy water.

Using a circular motion, clean the injection site with the alcohol swab.
Leave it to dry before injecting.

Do not touch the cleaned area again before injecting.

4/ Removing the cap:

Only remove the cap when you are ready to use the Fraizeron

SensoReady pen.

Twist off the cap in the direction of the arrows.
Once removed, throw away the cap. Do not try to re-attach the cap.
Use the Fraizeron SensoReady pen within 5 minutes of removing the

cap.

5/ Holding your Fraizeron SensoReady pen:

Hold the Fraizeron SensoReady pen at 90 degrees to the cleaned injection

Incorrect

Correct

YOU MUST READ THIS BEFORE INJECTING.
During the injection you will hear 2 loud clicks.

The 15t click indicates that the injection has started. Several seconds later
a 2" click will indicate that the injection is almost finished.

You must keep holding the Fraizeron SensoReady pen firmly against your
skin until you see a green indicator fill the window and stop moving.
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6/ Starting your injection:

Press the Fraizeron SensoReady pen firmly against the skin to start the injection.
The 15t click indicates the injection has started.

Keep holding the Fraizeron SensoReady pen firmly against your skin.

The green indicator shows the progress of the injection.

7/ Completing your injection:
Listen for the 2" click. This indicates the injection is almost complete.
Check the green indicator fills the window and has stopped moving.

The Fraizeron SensoReady pen can now be removed.

8/ Check the green indicator fills the window:

e This means the medicine has been delivered. Contact your doctor if the
green indicator is not visible.

e There may be a small amount of blood at the injection site. You can press
a cotton ball or gauze over the injection site and hold it for 10 seconds. Do
not rub the injection site. You may cover the injection site with a small
adhesive bandage, if needed.

| — 9/ Disposing of your Fraizeron SensoReady pen:
1 e Dispose of the used Fraizeron SensoReady pen in a sharps disposal
‘ container (i.e. a puncture-resistant closable container, or similar).
e Never try to reuse your Fraizeron SensoReady pen.

Packaging size
Powder for solution for injection
Box, 1 vial @ 150 mg powder for solution for injection Reg. No:

300 mg/2 mL solution for injection in pre-filled pen
Box, 1 pre-filled pen @ 2 ml Reg. No:
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150 mg/1 mL solution for injection in pre-filled pen

Box, 1 pre-filled pen @ 1 ml Reg. No:

HARUS DENGAN RESEP DOKTER

To be dispensed only on the prescription of a physician

Pada proses pembuatannya bersinggungan dengan bahan bersumber babi

Powder for solution for injection

Manufactured by Novartis Pharma Stein AG, Stein, Switzerland for Novartis Pharma AG,
Basel, Switzerland.

Released by Lek Pharmaceuticals d.d., Ljubljana, Slovenia.
Imported by PT Novartis Indonesia, Jakarta, Indonesia.
Solution for injection in 150 mg/1 mL pre-filled pen

Manufactured by Novartis Pharmaceutical Manufacturing GmbH, Langkampfen, Austria for
Novartis Pharma AG, Basel, Switzerland.

Imported by PT Novartis Indonesia, Jakarta, Indonesia.
Solution for injection in 300 mg/2 mL pre-filled pen

Manufactured by Novartis Pharma Stein AG, Stein, Switzerland for Novartis Pharma AG,
Basel, Switzerland.

Imported by PT Novartis Indonesia, Jakarta, Indonesia.

LFT based on CDS 09-Dec-2024
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FRAIZERON® (secukinumab)

150 mg serbuk injeksi dalam vial
300 mg/2 mL larutan untuk injeksi dalam pre-filled pen

150 mg/1 mL larutan untuk injeksi dalam pre-filled pen

Informasi Produk untuk Pasien
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Mohon baca leaflet ini dengan hati-hati sebelum menggunakan obat.
Simpan leaflet ini. Anda mungkin akan membutuhkannya untuk dibaca kembali.

Jika Anda memiliki pertanyaan terkait dengan obat ini, mohon tanyakan kepada dokter,
apoteker atau tenaga kesehatan Anda.

Obat ini diresepkan untuk Anda. Mohon untuk tidak menggunakan obat ini untuk penyakit
lain; mohon untuk tidak memberikan obat ini kepada orang lain. Hal ini dapat membahayakan
mereka meskipun gejala penyakit mereka sama dengan Anda.

Jika terjadi efek samping yang berat, atau Anda mengetahui adanya efek samping yang tidak
disebutkan dalam leaflet ini, mohon informasikan kepada dokter, apoteker atau tenaga
kesehatan Anda.

Daftar Isi

1 Apakah Fraizeron dan apa kegunaannya

2 Apa yang perlu Anda ketahui sebelum dan ketika Anda menggunakan Fraizeron
3 Bagaimana cara menggunakan Fraizeron

4  Kemungkinan efek samping

5 Penyimpanan Fraizeron

6 Isi dari kemasan dan informasi lain

7  Instruksi penggunaan Fraizeron

1 Apakah Fraizeron dan apa kegunaannya

Apakah Fraizeron

Fraizeron mengandung zat aktif secukinumab. Secukinumab adalah antibodi monoklonal yang
fully human. Antibodi monoklonal adalah protein yang mengenali dan mengikat secara spesifik
protein-protein tertentu dalam tubuh.

Fraizeron termasuk dalam kelompok obat yang disebut inhibitor interleukin (IL). Obat ini
bekerja dengan cara menetralkan aktivitas protein yang disebut IL-17A, yang jumlahnya
meningkat pada penyakit seperti psoriasis, artritis psoriatik, spondiloartritis aksial (spondilitis
ankilosa dan spondiloartritis aksial non-radiografi), dan Hidradenitis Supurativa (HS).

Apakah kegunaan Fraizeron

Fraizeron digunakan untuk mengobati penyakit inflamatori sebagai berikut:
e Psoriasis tipe plak
e  Artritis psoriatik
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e Spondiloartritis aksial, termasuk spondilitis ankilosa (spondiloartritis aksial dengan
kerusakan radiografi) dan spondiloartritis aksial non-radiografi (spondiloartritis aksial
tanpa kerusakan radiografi)

e Artritis idiopatik pada anak (Juvenile Idiopathic Arthritis [JIA]), termasuk artritis terkait-
entesitis (Enthesitis Related Arthritis [ERA]) dan artritis psoriatik pada anak (Juvenile
Psoriatic Arthritis [JPsA])

e Hidradenitis Supurativa (HS)

Psoriasis tipe plak
Fraizeron digunakan untuk mengobati kondisi kulit yang disebut sebagai ‘psoriasis tipe plak .

Psoriasis tipe plak menyebabkan peradangan yang memengaruhi kulit. Fraizeron akan
mengurangi peradangan dan gejala lain dari penyakit ini.
Fraizeron digunakan pada pasien berusia 6 tahun atau lebih dengan tingkat psoriasis tipe plak
sedang hingga berat.

Artritis psoriatik

Fraizeron digunakan untuk mengobati kondisi yang disebut ‘artritis psoriatik’. Kondisi ini
merupakan penyakit peradangan pada sendi, seringkali disertai oleh psoriasis. Fraizeron
diberikan kepada Anda untuk mengurangi tanda-tanda dan gejala-gejala artritis psoriatik aktif,
meningkatkan fungsi fisik dan untuk memperlambat kerusakan pada kartilago dan tulang sendi
yang terlibat dalam penyakit ini.

Fraizeron digunakan bagi orang dewasa dengan artritis psoriatik aktif dan dapat digunakan
secara tunggal ataupun dengan obat lain yang disebut methotrexate.

Spondiloartritis aksial, termasuk spondilitis ankilosa (spondiloartritis aksial dengan
kerusakan radiografi) dan spondiloartritis aksial non-radiografi (spondiloartritis aksial
tanpa kerusakan radiografi)

Fraizeron digunakan untuk mengobati kondisi-kondisi yang disebut spondilitis ankilosa dan
spondiloartritis aksial non-radiografi. Kondisi-kondisi ini merupakan penyakit inflamatori yang
utamanya menyerang tulang belakang yang dapat menyebabkan peradangan (inflamasi) pada
sendi tulang belakang. Fraizeron diberikan kepada Anda untuk mengurangi tanda-tanda dan
gejala-gejala penyakit, mengurangi inflamasi dan meningkatkan fungsi fisik Anda.

Fraizeron digunakan bagi orang dewasa dengan spondilitis ankilosa aktif dan spondiloartritis
aksial non-radiografi aktif dengan tanda-tanda inflamasi dan bagi pasien yang sudah tidak
memberikan respon yang memadai terhadap terapi konvensional.

Artritis idiopatik pada anak, termasuk artritis terkait-entesitis (ERA) dan artritis
psoriatik pada anak (JPsA))

Fraizeron digunakan untuk mengobati artritis terkait-entesitis (ERA) dan artritis psoriatik pada
anak (JPsA) yang termasuk dalam kategori artritis idiopatik pada anak (JIA) untuk usia 6 tahun
atau lebih.
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Hidradenitis Supurativa

Fraizeron digunakan untuk mengobati kondisi yang disebut hidradenitis supurativa, terkadang
juga disebut acne inversa atau penyakit Verneuil. Kondisi ini merupakan penyakit peradangan
kulit kronis yang disertai nyeri. Gejalanya dapat berupa nodul (benjolan) dengan nyeri tekan
dan abses yang dapat mengeluarkan nanah. Gejala ini biasanya mengenai area kulit tertentu,
seperti di bawah payudara, ketiak, paha bagian dalam, selangkangan, dan bokong. Jaringan
parut juga dapat terbentuk di daerah yang terkena.

Fraizeron dapat mengurangi jumlah nodul dan abses serta rasa nyeri yang sering menyertai
penyakit ini.

Fraizeron digunakan bagi orang dewasa dengan hidradenitis supurativa dan dapat digunakan
secara tunggal ataupun bersama antibiotik.

Bagaimana cara kerja Fraizeron

Pada pasien dengan psoriasis, artritis psoriatik dan spondiloartritis aksial (termasuk spondilitis
ankilosa, spondiloartritis aksial non-radiografi, dan hidradenitis supurativa), tubuh
memproduksi protein yang disebut IL-17A dengan jumlah yang meningkat. Hal ini dapat
menyebabkan gejala seperti gatal, nyeri, bersisik pada psoriasis, sendi bengkak dan nyeri pada
artritis psoriatik dan nyeri tulang belakang pada spondiloartritis aksial, dan benjolan mirip-bisul
yang bisa pecah dan mengeluarkan nanah pada hidradenitis supurativa.

Fraizeron menetralkan IL-17A sehingga mengurangi gejala penyakit dengan mengurangi
inflamasi.

Jika Anda memiliki pertanyaan tentang bagaimana Fraizeron bekerja atau mengapa obat ini
diresepkan untuk Anda, tanyakan kepada dokter, apoteker atau tenaga kesehatan Anda.

Apakah manfaat penggunaan Fraizeron

Penggunaan Fraizeron pada psoriasis akan bermanfaat bagi Anda yaitu dengan meningkatkan
pembersihan kulit yang cepat dan berkelanjutan serta mengurangi gejala seperti bersisik, gatal,
dan nyeri.

Penggunaan Fraizeron pada artritis psoriatik akan bermanfaat bagi Anda dengan mengurangi
tanda-tanda dan gejala-gejala penyakit, memperlambat kerusakan kartilago dan tulang sendi
dan meningkatkan kemampuan Anda dalam melakukan kegiatan sehari-hari.

Penggunaan Fraizeron pada spondiloartritis aksial akan bermanfaat bagi Anda dengan
mengurangi tanda-tanda dan gejala-gejala penyakit Anda dan meningkatkan fungsi fisik Anda.

Penggunaan Fraizeron pada kategori JIA yakni ERA dan JPsA akan bermanfaat bagi Anda
dengan mengurangi gejala-gejala penyakit dan meningkatkan fungsi fisik Anda. Kondisi-
kondisi ini merupakan penyakit peradangan yang berpengaruh pada sendi-sendi dan lokasi-
lokasi tempat tendon menempel pada tulang.

Menggunakan Fraizeron pada hidradenitis supurativa akan bermanfaat bagi Anda karena dapat
mengurangi jumlah nodul dan abses serta rasa nyeri yang sering menyertai penyakit ini.
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2 Apa yang perlu Anda ketahui sebelum dan ketika Anda
menggunakan Fraizeron

Mohon untuk mengikuti seluruh petunjuk dokter dengan saksama. Hal tersebut mungkin
berbeda dari informasi umum yang terdapat dalam leaflet ini.

Mohon untuk tidak menggunakan Fraizeron

e Jika Anda mengalami reaksi alergi yang parah terhadap secukinumab atau salah satu zat
tambahan lain dari Fraizeron (tercantum dalam bagian ‘Isi dari kemasan dan informasi lain’)

e Jika Anda mungkin alergi, mohon minta saran kepada dokter Anda sebelum menggunakan
Fraizeron.

Perhatian dalam penggunaan Fraizeron
Jika salah satu dari hal di bawah ini terjadi pada Anda, mohon beri tahu dokter atau
apoteker Anda sebelum menggunakan Fraizeron:
e Jika saat ini Anda mengalami infeksi atau jika Anda mengalami infeksi jangka panjang
atau infeksi berulang.
Jika Anda menderita tuberkulosis.
Jika Anda pernah mengidap hepatitis B
Jika Anda pernah mengalami reaksi alergi terhadap lateks.
Jika Anda pernah didiagnosa penyakit radang usus (seperti: Crohn’s disease atau
ulcerative colitis).
e Jika Anda baru saja menjalani vaksinasi atau jika Anda akan menjalani vaksinasi selama
pengobatan dengan Fraizeron.

Infokan segera kepada dokter atau apoteker Anda jika Anda mengalami salah satu dari gejala-
gejala ini selama menggunakan Fraizeron:

e Jika Anda mengalami gatal kemerahan, kulit kering, bercak-bercak kering (dry
patches), kulit yang meradang, spot berbentuk koin pada kulit [dermatitis (termasuk
eczema)].

e Jika Anda mengalami peradangan berat pada seluruh permukaan kulit (dermatitis
exfoliative).

Mohon untuk menghentikan pengobatan dan segera memberi tahu dokter atau apoteker
Anda jika Anda mengalami gejala-gejala di bawah ini selama pengobatan dengan
Fraizeron:
Tanda-tanda atau gejala infeksi yang serius, seperti:

e demam, gejala seperti flu, berkeringat di malam hari

e merasa lelah atau sesak napas, batuk yang berkepanjangan

e kulit terasa nyeri, merah dan panas atau kulit nyeri kemerahan dengan melepuh

e rasa terbakar ketika terkena air

Tanda-tanda atau gejala dari reaksi alergi, seperti:
e kesulitan bernapas atau menelan
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e tekanan darah rendah, yang dapat menyebabkan pusing atau kepala terasa berat
e pembengkakan wajah, bibir, mulut atau tenggorokan
Pasien usia lanjut (65 tahun ke atas)
Fraizeron dapat digunakan oleh pasien dengan usia 65 tahun ke atas tanpa diperlukan adanya
penyesuaian dosis.
Pasien anak-anak dan remaja (di bawah usia 18 tahun)

Fraizeron tidak dianjurkan untuk digunakan pada anak-anak di bawah usia 6 tahun dengan
psoriasis tipe plak serta dengan ERA dan JPsA (yang termasuk dalam kategori JIA) karena
belum diteliti pada kelompok umur ini.

Fraizeron tidak dianjurkan untuk digunakan pada pasien anak-anak dan remaja (di bawah 18
tahun) untuk indikasi lainnya karena belum diteliti pada kelompok usia ini.

Penggunaan obat-obatan lain (interaksi dengan obat lainnya termasuk vaksin
atau produk biologi)

Mohon beri tahu kepada dokter atau apoteker Anda:

e Jika Anda sedang menggunakan, baru saja menggunakan atau mungkin menggunakan
obat-obatan lain.

e Jika Anda baru saja menjalani atau akan menjalani vaksinasi. Anda tidak diperbolehkan
menerima beberapa jenis vaksin (vaksin hidup) pada saat menggunakan Fraizeron.
Anak-anak harus sudah menyelesaikan semua vaksinasinya sebelum memulai
penggunaan Fraizeron.

Kehamilan dan menyusui
Mohon konsultasikan kepada dokter Anda sebelum menggunakan Fraizeron:

e Jika Anda sedang hamil, berpikir bahwa Anda mungkin hamil atau berencana untuk
hamil.

e Fraizeron tidak dianjurkan selama kehamilan kecuali memberikan manfaat yang lebih
besar daripada potensi risiko.

e Jika Anda sedang menyusui atau berencana untuk menyusui.

3 Bagaimana cara penggunaan Fraizeron

Fraizeron diberikan melalui injeksi di bawah kulit Anda ('subkutan') oleh tenaga kesehatan
profesional.

Pastikan Anda berdiskusi dengan dokter Anda terkait kapan Anda akan melakukan penyuntikan
dan jadwal penyuntikan selanjutnya.

Untuk instruksi lebih detail mengenai bagaimana cara menyuntikkan Fraizeron, mohon
merujuk ke bagian ‘Instruksi cara penggunaan Fraizeron’.
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Berapa banyak penggunaan Fraizeron

Dokter Anda akan memutuskan berapa banyak Fraizeron yang Anda butuhkan.

Psoriasis tipe plak

Pada pasien dewasa, dosis yang dianjurkan adalah 300 mg melalui injeksi subkutan dengan
dosis awal pada minggu ke-0, 1, 2, 3, dan 4 diikuti dengan dosis pemeliharaan bulanan.
Berdasarkan respon klinis, dosis pemeliharaan 300 mg tiap 2 minggu dapat memberikan
manfaat tambahan bagi pasien-pasien yang memiliki berat badan 90 kg atau lebih. Tiap dosis
300 mg diberikan sebagai satu injeksi subkutan 300 mg atau sebagai dua injeksi subkutan 150
mg.

Pada pasien berusia 6 tahun atau lebih, dosis yang dianjurkan adalah berdasarkan berat badan
dan diberikan melalui injeksi subkutan dengan dosis awal pada minggu ke-0, 1, 2, 3, dan 4
diikuti dengan dosis pemeliharaan bulanan.

Artritis psoriatik

Dosis yang dianjurkan adalah 150 mg melalui injeksi subkutan dengan dosis awal pada minggu
ke 0, 1, 2, 3, dan 4, diikuti dengan dosis pemeliharaan bulanan. Berdasarkan respon Anda,
dokter dapat meningkatkan dosis obat Anda menjadi 300 mg.

Untuk pasien artritis psoriatik yang juga mengalami psoriasis tipe plak sedang hingga berat,
dokter Anda dapat melakukan penyesuaian dosis rekomendasi jika diperlukan.

Bagi pasien yang sebelumnya tidak memberikan respon yang baik terhadap obat-obatan Tumor
Necrosis Factor (TNF) blockers atau pasien yang mengalami psoriasis tipe plak tingkat sedang
hingga berat, dosis rekomendasinya adalah 300 mg melalui injeksi subkutan dengan dosis awal
pada minggu ke 0, 1, 2, 3, dan 4, diikuti dengan dosis pemeliharaan bulanan. Tiap dosis 300
mg diberikan sebagai satu injeksi subkutan 300 mg atau sebagai dua injeksi subkutan 150 mg.

Spondilitis Ankilosa

Dosis yang dianjurkan adalah 150 mg melalui injeksi subkutan dengan dosis awal pada minggu
ke 0, 1, 2, 3, dan 4, diikuti dengan dosis pemeliharaan bulanan. Berdasarkan respon Anda,
dokter dapat meningkatkan dosis hingga 300 mg.

Tiap dosis 300 mg diberikan sebagai satu injeksi subkutan 300 mg atau sebagai dua injeksi
subkutan 150 mg.

Spondiloartritis aksial non-radiografi

Dosis yang dianjurkan adalah 150 mg melalui injeksi subkutan dengan dosis awal pada minggu
ke 0, 1, 2, 3, dan 4 diikuti dengan dosis pemeliharaan bulanan.

Artritis terkait-entesitis (ERA) dan artritis psoriatik pada anak (JPsA), yang tergolong
artritis idiopatik pada anak (JIA)

Pada anak-anak berusia 6 tahun dan lebih, dosis rekomendasi berdasarkan pada berat badan dan
diberikan melalui injeksi secara subkutan pada minggu ke-0, 1, 2, 3, dan 4 diikuti dengan dosis
pemeliharaan bulanan. Untuk pasien dengan berat < 50 kg diberikan dosis 75 mg. Untuk pasien
dengan berat > 50 kg diberikan dosis 150 mg.
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Hidradenitis Suppurativa

Dosis yang direkomendasikan adalah 300 mg melalui suntikan subkutan dengan dosis awal
pada minggu ke 0, 1, 2, 3, dan 4, kemudian dilanjutkan dengan dosis pemeliharaan secara
bulanan (tiap 4 minggu). Berdasarkan respons klinis, dosis pemeliharaan dapat ditingkatkan
menjadi 300 mg tiap 2 minggu.

Tiap dosis 300 mg diberikan dalam dua suntikan subkutan dengan dosis masing-masing 150
mg.
Berapa lama penggunaan Fraizeron

Pengobatan ini merupakan pengobatan jangka panjang. Dokter Anda akan memonitor kondisi
Anda secara teratur untuk memeriksa apakah pengobatan tersebut telah memberikan efek yang
diinginkan.

Mohon untuk tetap melanjutkan menggunakan Fraizeron selama dokter Anda menyarankannya.

Jika Anda menggunakan Fraizeron lebih dari yang seharusnya

Jika Anda secara tidak sengaja menyuntikkan Fraizeron lebih banyak atau lebih awal dari yang
diresepkan oleh dokter Anda, mohon untuk menginformasikannya kepada dokter Anda.

Jika Anda lupa menggunakan Fraizeron

Jika Anda lupa untuk menyuntikkan dosis Fraizeron, mohon untuk menyuntikkan dosis
berikutnya segera setelah Anda ingat. Mohon untuk mendiskusikan dengan dokter Anda
mengenai kapan Anda diperbolehkan untuk menyuntikkan dosis berikutnya.

Jika Anda berhenti menggunakan Fraizeron

Penghentian penggunaan Fraizeron tidak berbahaya. Akan tetapi, jika Anda menghentikan
penggunaannya, gejala psoriasis, artritis psoriatik, atau spondiloartritis aksial Anda mungkin
akan datang kembali.

4 Kemungkinan efek samping
Seperti halnya dengan semua obat-obatan, pasien yang menggunakan Fraizeron mungkin
mengalami efek samping, meskipun tidak semua orang mengalaminya.

Mohon untuk MENGHENTIKAN menggunakan Fraizeron dan mencari bantuan medis
sesegera mungkin jika Anda mengalami salah satu dari efek samping berikut ini, yang
merupakan tanda-tanda reaksi alergi:

e kesulitan bernapas atau menelan
e pembengkakan wajah, bibir, lidah atau tenggorokan
e rasa gatal yang berat pada kulit, dengan ruam merah atau benjolan

Efek samping lainnya yang mungkin terjadi tercantum di bawah ini. Sebagian besar efek
samping bersifat ringan sampai sedang. Jika efek samping ini menjadi berat, mohon beri tahu
kepada dokter, apoteker atau tenaga kesehatan Anda.
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Sangat sering terjadi: dapat memengaruhi lebih dari I dari 10 orang
e infeksi saluran pernapasan atas dengan gejala seperti sakit tenggorokan dan hidung
tersumbat (nasofaringitis, rhinitis)
Sering terjadi: dapat memengaruhi hingga 1 dari 10 orang
e cold sores (herpes pada sekitar bibir)

e diare
e ruam gatal (urtikaria)
e pilek (rhinorrhea)

e gatal kemerahan, kulit kering, bercak-bercak kering (dry patches), kulit yang meradang,
spot berbentuk koin pada kulit [dermatitis (termasuk eczema)].

Jarang terjadi: efek samping dapat memengaruhi hingga 1 dari 100 orang
e oral thrush (kandidiasis oral)

e tanda-tanda rendahnya tingkat sel darah putih seperti demam, sakit tenggorokan atau
lesi mulut karena infeksi (neutropenia)

e athlete’s foot (tinea pedis)
e keluar cairan dari mata disertai dengan gatal, kemerahan dan bengkak (konjungtivitis)
e mual, diare, muntah, nyeri perut dan demam (gejala dari penyakit radang usus)

e lepuhan-lepuhan kecil dan gatal di telapak tangan, telapak kaki dan tepi jari tangan dan
kaki (dyshidrotic eczema)

Tidak diketahui: frekuensi tidak dapat diestimasi dari data yang ada
¢ infeksi jamur pada kulit dan membran mukosa (thrush)
e pembengkakkan pada wajah, bibir, lidah atau tenggorokan (angioedema)
e peradangan berat pada seluruh permukaan kulit (dermatitis exfoliative)

e peradangan pada pembuluh-pembuluh darah kecil, yang dapat menyebabkan ruam kulit
disertai bintil merah atau ungu kecil-kecil (hypersensitivity vasculitis)

pembengkakan disertai nyeri dan ulserasi kulit (pyoderma gangrenosum)

Jika anda mengalami efek samping yang tidak tercantum dalam leaflet ini, mohon untuk
memberitahukan kepada dokter atau apoteker Anda.

Pelaporan efek samping

Apabila ada keluhan efek samping atau kondisi tidak nyaman selama dan setelah penggunaan
obat, konsultasikan ke dokter, apoteker, atau perawat. Anda dapat juga melaporkan keluhan
efek samping atau kondisi tidak nyaman tersebut secara langsung ke Industri Farmasi melalui
kontak berikut:

Novartis Indonesia
Website: www.novartis.com/report
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Dengan melaporkan efek samping, Anda dapat membantu memberikan informasi lebih lanjut
mengenai keamanan obat ini.

5 Bagaimana cara penyimpanan Fraizeron
Serbuk injeksi dalam vial

e Mohon jauhkan Fraizeron dari jangkauan dan penglihatan anak-anak.

e Sebelum direkonstitusi, simpan vial serbuk injeksi Fraizeron 150 mg dalam lemari
pendingin dengan suhu antara 2°C hingga 8°C.

e Setelah direkonstitusi, larutan untuk injeksi subkutan dapat digunakan segera atau dapat
disimpan pada suhu 2°C hingga 8°C sampai dengan 24 jam. Mohon untuk tidak dibekukan.
Larutan injeksi harus diberikan dalam waktu 1 jam setelah dikeluarkan dari suhu
penyimpanan 2°C hingga 8°C.

e Mohon untuk tidak menggunakan serbuk injeksi Fraizeron setelah tanggal kedaluwarsa
yang tercantum pada dus bagian luar atau label vial. Jika produk telah kedaluwarsa, mohon
untuk mengembalikan seluruh kemasan produk tersebut ke apotek.

e Jika ada produk yang tidak digunakan atau ada material yang tersisa, harus dibuang
mengikuti peraturan lokal.

e Mohon tanyakan kepada apoteker Anda mengenai cara pembuangan obat yang sudah tidak
Anda gunakan.

Larutan injeksi dalam pre-filled pen

e Mohon jauhkan Fraizeron dari jangkauan dan penglihatan anak-anak.

e Simpan pen UNOREADY atau SensoReady tersegel di dalam dus untuk melindungi dari
pajanan cahaya.

e Simpan di dalam lemari pendingin dengan suhu antara 2°C dan 8°C. JANGAN
DIBEKUKAN.

e Jangan dikocok.

e Apabila diperlukan, Fraizeron dapat diletakkan di luar lemari pendingin hingga 4 hari pada
suhu ruang, namun tidak di atas 30°C.

Jangan menggunakan pen Fraizeron UNOREADY atau SensoReady:

e Apabila batas tanggal kedaluarsa yang tercantum pada kemasan luar atau label pen telah
terlewati.

e Apabila larutan mengandung partikel kasat mata, keruh, atau jelas-jelas berwarna cokelat.

e Jika ada produk yang tidak digunakan atau ada material yang tersisa, harus dibuang
mengikuti peraturan lokal.

Mohon tanyakan kepada apoteker Anda mengenai cara pembuangan obat yang sudah tidak
Anda gunakan.

6 Isi dari kemasan dan informasi lain
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Apa kandungan dari Fraizeron

Zat aktif dari Fraizeron adalah secukinumab. Setiap vial Fraizeron mengandung secukinumab
150 mg. Pen Fraizeron UNOREADY mengandung secukinumab 300 mg dan SensoReady
mengandung secukinumab 150 mg.

Zat tambahan lain dari serbuk injeksi Fraizeron adalah sukrosa, L-histidine, L-histidin
hidroklorida monohidrat, polisorbat 80, air steril untuk injeksi.

Zat tambahan lain dari larutan injeksi Fraizeron adalah trehalosa dihidrat, L-
histidin/histidin hidroklorida monohidrat, L-metionin, polisorbat 80, air steril untuk injeksi.

Bagaimana bentuk dari Fraizeron dan isi kemasannya

Serbuk injeksi dalam vial

Serbuk injeksi Fraizeron berbentuk serbuk lyophilisate berwarna putih dalam vial kaca.
Fraizeron tersedia dalam kemasan yang berisi satu vial.

Larutan injeksi dalam pre-filled pen

Larutan injeksi Fraizeron merupakan larutan jernih yang dapat memiliki warna bervariasi mulai
dari tidak berwarna hingga agak kekuningan. Fraizeron tersedia dalam kemasan yang terdiri
dari 1 pre-filled pen.

Kemasan

Serbuk injeksi dalam vial

Dus, 1 vial @ 150 mg No. Reg.
Larutan injeksi dalam pre-filled pen

Dus, 1 pre-filled pen @ 2 ml No. Reg.
Dus, 1 pre-filled pen @ 1 ml No. Reg.

HARUS DENGAN RESEP DOKTER

Pemegang Nomor ljin Edar

PT Novartis Indonesia.

Pabrik pembuat
Serbuk injeksi dalam vial
Dibuat oleh Novartis Pharma Stein AG, Stein, Swiss untuk Novartis Pharma AG, Basel, Swiss.

Dirilis oleh Lek Pharmaceuticals d.d., Ljubljana, Slovenia.
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Diimpor oleh PT Novartis Indonesia, Jakarta, Indonesia.
Larutan injeksi dalam pre-filled pen SensoReady 150 mg/1 ml

Dibuat oleh Novartis Pharmaceutical Manufacturing GmbH, Langkampfen, Austria for
Novartis Pharma AG, Basel, Swiss.

Diimpor oleh PT Novartis Indonesia, Jakarta, Indonesia.
Larutan injeksi dalam pre-filled pen UNOREADY 300 mg/2 ml
Dibuat oleh Novartis Pharma Stein AG, Stein, Swiss untuk Novartis Pharma AG, Basel, Swiss.

Diimpor oleh PT Novartis Indonesia, Jakarta, Indonesia.

Pada proses pembuatannya bersinggungan dengan bahan bersumber babi

Jika Anda memiliki pertanyaan terkait obat ini, mohon hubungi dokter atau apoteker Anda.

7 Instruksi cara penggunaan Fraizeron
Intruksi penggunaan serbuk injeksi FRAIZERON dalam vial

Informasi di bawah ini ditujukan khusus untuk tenaga kesehatan profesional
Mohon untuk menyimpan serbuk injeksi Fraizeron 150 mg dalam lemari pendingin dengan
suhu antara 2°C hingga 8°C.

Setiap vial mengandung 150 mg serbuk injeksi Fraizeron yang harus direkonstitusi
menggunakan air steril menjadi larutan injeksi. Mohon untuk tidak menggunakan vial setelah
tanggal kedaluwarsa yang tertera pada dus bagian luar atau label vial. Jika produk telah
kedaluwarsa, mohon untuk mengembalikan seluruh kemasan produk tersebut ke apotek.

Penyiapan larutan injeksi subkutan harus dilakukan tanpa adanya gangguan untuk memastikan
penggunaan teknik yang aseptik. Waktu penyiapan larutan injeksi, dari sejak membuka stopper
vial sampai dengan melakukan rekonstitusi membutuhkan waktu kira-kira 20 menit dan tidak
boleh melebihi waktu 90 menit.

Untuk menyiapkan larutan injeksi dari serbuk injeksi Fraizeron 150 mg, mohon untuk
mengikuti petunjuk di bawah ini:
Instruksi untuk melakukan rekonstitusi serbuk injeksi Fraizeron 150 mg:

1. Letakkan vial serbuk injeksi Fraizeron 150 mg pada suhu ruang dan pastikan air steril
untuk injeksi juga diletakkan pada suhu kamar.

2. Tarik sedikit lebih banyak dari 1,0 mL air steril untuk injeksi ke dalam 1 mL syringe
sekali pakai, sesuaikan sampai dengan volume 1,0 mL.
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3. Lepaskan tutup plastik dari vial.

4. Masukkan jarum suntik ke dalam vial yang berisi serbuk injeksi Fraizeron melalui
stopper karet bagian tengah, rekonstitusikan serbuk injeksi tersebut dengan
menyuntikkan 1,0 mL air steril ke dalam vial. Arahkan aliran air steril langsung ke
serbuk injeksi.

5. Miringkan botol ke arah kira-kira 45° dan putar dengan pelan menggunakan ujung jari
selama kira-kira 1 menit. Mohon untuk tidak mengocok atau membalikkan wvial.
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6. Biarkan vial dalam kondisi berdiri pada suhu kamar selama 10 menit agar serbuk injeksi
larut. Mohon diperhatikan bahwa pembentukan busa pada larutan dapat terjadi.

7. Miringkan botol ke arah kira-kira 45° dan putar dengan pelan menggunakan ujung jari
selama kira-kira 1 menit. Mohon untuk tidak mengocok atau membalikkan vial.
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8. Biarkan vial dalam kondisi berdiri pada suhu kamar selama kira-kira 5 menit. Larutan
injeksi yang dihasilkan berwarna jernih. Warnanya dapat bervariasi dari tidak berwarna
sampai dengan agak kuning. Mohon untuk tidak menggunakan larutan injeksi tersebut
jika serbuk injeksi tidak sepenuhnya larut atau jika larutan injeksi mengandung partikel-
partikel yang mudah terlihat, berwarna buram atau coklat.

9. Siapkan sejumlah vial yang dibutuhkan (1 vial untuk dosis 75 mg, 1 vial untuk dosis
150 mg, 2 vial untuk dosis 300 mg).

Setelah direkonstitusi, larutan untuk injeksi ini dapat digunakan segera atau dapat disimpan
pada suhu 2°C hingga 8°C sampai dengan 24 jam. Mohon untuk tidak dibekukan. Setelah
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penyimpanan pada suhu 2°C hingga 8 °C, larutan injeksi dapat diletakkan pada suhu kamar
selama 20 menit sebelum penggunaannya. Larutan injeksi harus diberikan dalam waktu 1 jam
setelah dikeluarkan dari suhu penyimpanan 2°C hingga 8°C.

Instruksi penggunaan larutan injeksi Fraizeron

1. Miringkan botol ke arah kira-kira 45 derajat dengan posisi ujung jarum berada pada
bagian dasar larutan injeksi dalam vial ketika akan menarik larutan ke dalam syringe.
MOHON UNTUK TIDAK membalikkan vial.

¢ \; |
.“/\ "‘\‘-/INI ,’) / :
f\\. “’J ';‘.;’

el

/
( B

2. Untuk dosis 150 mg dan 300 mg, tarik dengan hati-hati sedikit lebih banyak dari 1,0 mL
larutan injeksi subkutan dari vial ke dalam syringe sekali pakai dengan menggunakan
jarum yang sesuai (contohnya: 21G x 2”). Jarum ini hanya digunakan untuk menarik
larutan injeksi Fraizeron ke dalam syringe sekali pakai. Siapkan sejumlah syringe yang
diperlukan (1 syringe untuk dosis 150 mg, 2 syringe untuk dosis 300 mg). Untuk pasien
anak-anak yang menerima dosis 75 mg, tarik dengan hati-hati sedikit lebih banyak dari
0,5 mL larutan injeksi subkutan dan buanglah sisanya sesegera mungkin.

3. Dengan jarum mengarah ke atas, ketuk syringe dengan pelan untuk memindahkan
gelembung udara ke arah bagian atas.

4. Gantikan jarum yang menempel pada syringe dengan jarum berukuran 27G x 72 ”.

DISETUJUI OLEH BPOM 18 SEPTEMBER 2025 ID REG: EREG10000512500149-51
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5. Keluarkan gelembung udara, untuk dosis 150 mg, majukan plunger menuju tanda
volume 1,0 mL. Untuk dosis 75 mg, majukan plunger menuju tanda 0,5 mL.

6. Bersihkan area yang akan disuntikkan dengan menggunakan kapas alkohol.

7. Suntikkan larutan injeksi Fraizeron secara subkutan pada paha bagian depan, perut
bagian bawah (tapi tidak pada area 2 inci (5 sentimeter) di sekitar pusar) atau lengan
atas bagian luar. Pilihlah tempat yang berbeda pada setiap kali penyuntikkan. Mohon
untuk tidak menyuntikkan ke area kulit yang rapuh, memar, merah, bersisik atau keras.
Hindari daerah dengan bekas luka atau selulit.

8. Larutan yang tertinggal di dalam vial tidak dapat digunakan lagi dan harus dibuang
sesuai dengan persyaratan. Vial hanya dapaut digunakan sekali. Buanglah syringe yang
telah digunakan ke dalam tempat pembuangan untuk benda tajam (tertutup, tahan
terhadap tusukan). Demi keamanan dan kesehatan Anda, mohon untuk tidak
menggunakan kembali jarum dan syringe yang telah digunakan.

DISETUJUI OLEH BPOM 18 SEPTEMBER 2025 ID REG: EREG10000512500149-51
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INSTRUKSI  PENGGUNAAN LARUTAN INJEKSI FRAIZERON 300 MG

UNOREADY DALAM PRE-FILLED PEN

"\ A/

Pen Fraizeron UNOREADY 300 mg
Larutan injeksi dalam pre-filled pen
Pen sekali pakai untuk injeksi subkutan
Secukinumab

Instruksi penggunaan bagi pasien

Bacalah SEMUA instruksi di bawah ini sebelum melakukan

injeksi.

Instruksi-instruksi ini untuk membantu Anda melakukan injeksi
secara benar menggunakan pen Fraizeron UNOREADY.

Jangan mencoba melakukan injeksi pada diri sendiri atau pada
orang yang Anda rawat sebelum Anda dilatih oleh dokter, perawat,

atau apoteker Anda.

Pen Fraizeron UNOREADY 300 mg Anda:
Jangan menggunakan pen Fraizeron UNOREADY jika

Pelindung

jarum
Tutup i
1 ~[

o
dari cahaya.

Jendela

inspeksi

Pelindung jarum internal

segel pada dus rusak.

Simpan pen Fraizeron UNOREADY pada dus tersegel
sampai Anda siap untuk menggunakannya agar terlindung

Simpan pen Fraizeron UNOREADY Anda di dalam lemari
pendingin dengan suhu antara 2°C dan 8°C serta jauhkan

dari jangkauan anak-anak.

Jangan membekukan pen Fraizeron UNOREADY.

Jangan mengocok pen Fraizeron UNOREADY.

Jangan menggunakan pen Fraizeron UNOREADY jika telah

terjatuh tanpa tutupnya.

Pen Fraizeron UNOREADY yang ditunjukkan di

atas adalah pen dengan tutup terlepas. Jangan
melepas tutupnya hingga Anda siap untuk

melakukan injeksi.

DISETUJUI OLEH BPOM 18 SEPTEMBER 2025

karena Anda dapat tertusuk.

Jarum terbungkus dalam pelindung jarum dan tidak akan
terlihat. Jangan menyentuh atau menekan pelindung jarum
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Apa yang Anda butuhkan untuk injeksi:
Apa yang Anda butuhkan untuk injeksi:

Termasuk di dalam dus:

exP
Wﬂ” e Pen Fraizeron UNOREADY baru, belum pernah
)W digunakan sebelumnya.

Tidak termasuk di dalam dus:

o Kapas alkohol

o Bola kapas atau kain kasa

e Wadah pembuangan benda tajam

Lihat bagian “Bagaimana cara pembuangan pen Fraizerion
UNOREADY yang telah digunakan?” pada bagian akhir
Instruksi Penggunaan ini.

Sebelum injeksi:

Untuk injeksi yang lebih nyaman, keluarkan pen Fraizeron UNOREADY dari lemari pendingin
30 hingga 45 menit sebelum injeksi untuk dapat mencapai suhu ruang.

1/ Hal-hal yang harus diperiksa sebelum melakukan injeksi:
| . - Untuk bagian ‘jendela inspeksi”:
;! ' 1 B INwArmAwin ? J Larutannya harus jernih. Warnanya dapat bervariasi mulai dari
tidak berwarna hingga agak kekuningan.
Jangan digunakan jika larutan mengandung partikel kasat mata,
keruh, atau jelas-jelas berwarna cokelat. Anda boleh jadi melihat

Jendela inspeksi ~ Tanggal kedaluarsa gelembung-gelembung udara, yang merupakan hal normal.
(EXP)

Untuk bagian “tanggal kedaluarsa’:

Periksa tanggal kedaluarsa (EXP) pada pen Fraizeron Anda.
Jangan menggunakan pen jika batas tanggal kedaluarsa telah
terlewat.

Pastikan pen Anda berisi obat dalam dosis yang benar.

Hubungi Apoteker Anda jika pen tidak memenuhi salah satu
prasyarat di atas.
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2a/ Pilihlah lokasi injeksi Anda:

= e Lokasi injeksi yang dianjurkan adalah bagian depan paha.
Anda juga dapat melakukan injeksi di perut bagian bawah,

e tetapi jangan pada daerah 2 inci (5 cm) di sekeliling pusar.
e Pilihnlah lokasi injeksi yang berbeda tiap kali Anda

i menyuntikkan obat ini.

- e Jangan menyuntikkan pada daerah kulit yang sensitif, memar,
merah, bersisik, atau keras. Hindari daerah dengan jaringan

e
/
parut atau bekas luka (stretch marks).

2b/ Hanya untuk Pengasuh dan Tenaga Kesehatan:

e Jika pengasuh atau tenaga kesehatan yang melakukan
| injeksi untuk Anda, mereka bisa juga menyuntikkan pada
A lengan atas bagian luar.

L

3/ Membersihkan lokasi injeksi Anda:

¢ Cuci tangan Anda menggunakan air hangat dengan sabun.

e Dengan gerakan memutar, bersihkan lokasi injeksi
menggunakan kapas alkohol. Biarkan hingga kering sebelum
disuntikkan.

e Jangan menyentuh lagi daerah yang telah dibersihkan
sebelum penyuntikan.

i
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Injeksi Anda:

4/ Melepas tutup:

e Lepaskan tutup hanya ketika Anda sudah siap untuk
menggunakan pen.

e Putar tutupnya sesuai arah tanda panah seperti yang
ditunjukkan oleh gambar sebelah kiri.

e Setelah terlepas, buang tutupnya. Jangan mencoba untuk
menutup kembali karena Anda dapat membuat jarum
menjadi bengkok.

e Gunakan pen dalam waktu 5 menit setelah tutupnya dilepas.

5/ Cara memegang pen Fraizeron UNOREADY:
e (Genggam pen tegak lurus (90 derajat) menghadap lokasi
injeksi yang telah dibersihkan.

—

ANDA HARUS MEMBACA INI SEBELUM
PENYUNTIKAN.

Selama injeksi, Anda akan mendengar suara klik yang
keras sebanyak 2 kali.

Suara klik pertama merupakan penanda bahwa injeksi
telah dimulai. Beberapa detik kemudian, suara klik kedua
merupakan penanda bahwa injeksi hampir selesai.

Anda harus tetap menahan pen dengan kuat terhadap kulit
sampai Anda melihat indikator berwarna hijau dengan garis
abu-abu mengisi jendela dan berhenti bergerak.
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6/ Memulai injeksi Anda:

e Tekan pen dengan kuat pada kulit untuk memulai injeksi.

e Suara klik pertama merupakan penanda bahwa injeksi
telah dimulai.

o Tetap tahan pen dengan kuat pada kulit Anda.

¢ Indikator berwarna hijau dengan garis abu-abu
menunjukkan kemajuan proses injeksi.

7/ Menyelesaikan injeksi Anda:
e Dengarkan suara klik kedua. Hal ini merupakan penanda
injeksi hampir selesai.

¢ Amati indikator berwarna hijau dengan garis abu-abu
yang mengisi jendela dan pastikan telah berhenti bergerak.
e Sekarang pen dapat dicabut.

8/ Amati indikator berwarna hijau yang mengisi jendela:

e Hal ini berarti obat telah masuk ke dalam tubuh. Hubungi
dokter Anda jika indikator berwarna hijau tidak terlihat.

e Sedikit darah boleh jadi keluar di tempat injeksi setelah
penyuntikan selesai. Anda dapat menekan tempat tersebut
menggunakan bola kapas atau kain kasa dan tahan selama
10 detik. Jangan menggosok tempat injeksi. Anda boleh
menutup tempat injeksi dengan sebuah perban kecil
berperekat, jika diperlukan.
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9/ Membuang pen Fraizeron UNOREADY Anda:

e Buanglah pen Fraizeron yang telah Anda gunakan pada
wadah pembuangan benda tajam (contohnya, wadah
tertutup anti-tusuk, atau sejenisnya).

e Jangan pernah menggunakan kembali pen Anda.

N

INSTRUKSI PENGGUNAAN LARUTAN INJEKSI FRAIZERON SENSOREADY
DALAM PRE-FILLED PEN

Pen Fraizeron SensoReady 150 mg
Larutan injeksi dalam pre-filled pen
Secukinumab

Instruksi penggunaan bagi pasien

Bacalah SEMUA instruksi di bawah ini sebelum melakukan
injeksi.

Instruksi-instruksi ini untuk membantu Anda melakukan injeksi
secara benar menggunakan pen Fraizeron SensoReady.

Jangan mencoba melakukan injeksi pada diri sendiri atau pada
orang yang Anda rawat sebelum Anda dilatih oleh dokter, perawat,
atau apoteker Anda.
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Pen Fraizeron SensoReady Anda:

a
b
C \‘
d

e )
Jarum
Pelindung jarum
Tutup

Jendela inspeksi
Pelindung jarum internal

© a0 o

Pen  Fraizeron SensoReady yang
ditunjukkan di atas adalah pen dengan
tutup terlepas. Jangan melepas tutupnya
hingga Anda siap untuk melakukan
injeksi.

Apa yang Anda butuhkan untuk injeksi:
Termasuk di dalam dus: Tidak

Simpan dus pen Fraizeron SensoReady Anda di
dalam lemari pendingin dengan suhu antara 2°C
dan 8°C serta jauhkan dari jangkauan anak-
anak.

Jangan membekukan pen Fraizeron SensoReady.
Jangan mengocok pen Fraizeron SensoReady.

Jangan menggunakan pen Fraizeron SensoReady
jika telah terjatuh dengan tutup yang terlepas.

Untuk injeksi yang lebih nyaman, keluarkan pen
Fraizeron SensoReady dari lemari pendingin 15
hingga 30 menit sebelum injeksi untuk dapat
mencapai suhu ruang.

termasuk  di

dalam dus:

e Fraizeron SensoReady pen
yang baru dan belum

e Kapas alkohol. @ Q & %]

digunakan. 1 pen diperlukan ¢ Bola kapas atau
untuk dosis 150 mg dan 2 pen kain kasa.
diperlukan untuk dosis 300 e Wadah pembuangan

benda tajam

1/ Hal-hal penting yang harus dicek sebelum dilakukan injeksi:

e lLarutannya harus jernih. Warnanya dapat bervariasi mulai dari tidak
berwarna hingga agak kekuningan.

e Jangan digunakan jika larutan mengandung partikel kasat mata, keruh,
atau jelas-jelas berwarna cokelat. Anda mungkin dapat melihat gelembung
udara kecil, yang merupakan hal normal.

e Jangan menggunakan pen Fraizeron SensoReady Anda jika batas tanggal
kedaluarsa telah terlewat.

¢ Jangan menggunakan obat ini jika segel pengaman telah rusak.

e Hubungi Apoteker Anda jika pen Fraizeron SensoReady tidak memenuhi
salah satu prasyarat di atas.
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2a/ Pilihlah lokasi injeksi Anda:

e Lokasi injeksi yang dianjurkan adalah bagian depan paha. Anda juga
dapat melakukan injeksi di perut bagian bawah, tetapi jangan pada
daerah 2 inci di sekeliling pusar.

e Pilihlah lokasi injeksi yang berbeda tiap kali Anda menyuntikkan obat
ini.

e Jangan menyuntikkan pada daerah kulit yang sensitif, memar, merah,
bersisik, atau keras. Hindari daerah dengan jaringan parut atau bekas
luka (stretch marks).

2b/ Hanya untuk Pengasuh dan Tenaga Kesehatan:

| Jika pengasuh atau tenaga kesehatan yang melakukan injeksi untuk
Anda, mereka bisa juga menyuntikkan pada lengan atas bagian luar.

3/ Membersihkan lokasi injeksi Anda:
e  Cuci tangan Anda menggunakan air hangat dengan sabun.

e Dengan gerakan memutar, bersihkan lokasi injeksi menggunakan
kapas alkohol. Biarkan hingga kering sebelum disuntikkan.

e Jangan menyentuh lagi daerah yang telah dibersihkan sebelum
penyuntikan.

4/ Melepas tutup:

e Lepaskan tutup hanya ketika Anda sudah siap untuk menggunakan pen
Fraizeron SensoReady.

e  Putar tutupnya sesuai arah tanda panah.

e Setelah terlepas, buang tutupnya. Jangan mencoba untuk menutup
kembali.

e Gunakan pen Fraizeron SensoReady dalam waktu 5 menit setelah tutupnya
dilepas.
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5/ Cara memegang pen Fraizeron SensoReady Anda:

e Genggam pen Fraizeron SensoReady tegak lurus (90 derajat) menghadap
lokasi injeksi yang telah dibersihkan.

4%

Benar Salah

ANDA HARUS MEMBACA INI SEBELUM PENYUNTIKAN

Selama injeksi, Anda akan mendengar suara klik yang keras
sebanyak 2 kali.

Suara klik pertama merupakan penanda bahwa injeksi telah
dimulai. Beberapa detik kemudian, suara klik kedua merupakan
penanda bahwa injeksi hampir selesai.

Anda harus tetap menahan pen Fraizeron SensoReady dengan
kuat terhadap kulit sampai Anda melihat indikator berwarna hijau
mengisi jendela dan berhenti bergerak.

6/ Memulai injeksi Anda:

e Tekan pen Fraizeron SensoReady dengan kuat pada kulit untuk memulai
injeksi.

e Suara klik pertama merupakan penanda bahwa injeksi telah dimulai.
e Tetap tahan pen Fraizeron SensoReady dengan kuat pada kulit Anda.

¢ Indikator berwarna hijau menunjukkan kemajuan proses injeksi.

7/ Menyelesaikan injeksi Anda:

e Dengarkan suara klik kedua. Hal ini merupakan penanda injeksi hampir
selesai.

e Amati indikator berwarna hijau yang mengisi jendela dan pastikan telah
berhenti bergerak.

e  Pen Fraizeron SensoReady sekarang dapat dicabut.
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Setelah injeksi

8/ Amati indikator berwarna hijau yang mengisi jendela:

e Hal ini berarti obat telah masuk ke dalam tubuh. Hubungi dokter Anda jika
indikator berwarna hijau tidak terlihat.

e Sedikit darah boleh jadi keluar di tempat injeksi setelah penyuntikan
selesai. Anda dapat menekan tempat tersebut menggunakan bola atau
gulungan kapas dan tahan selama 10 detik. Jangan menggosok tempat
injeksi. Anda boleh menutup tempat injeksi dengan sebuah perban kecil
berperekat, jika diperlukan.

9/ Membuang pen Fraizeron SensoReady Anda:

l = e Buanglah pen Fraizeron SensoReady yang telah Anda gunakan pada
I| ‘ wadah pembuangan benda tajam (contohnya, wadah tertutup anti-tusuk,
atau sejenisnya).

e Jangan pernah menggunakan kembali pen Fraizeron SensoReady Anda.
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