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Foreword

The Rare Autoinflammatory Disease Manifesto

Novartis has developed the Rare Autoinflammatory Disease Manifesto in collaboration with a group of
patients, healthcare professionals and patient organisations that are part of the rare autoinflammatory
disease community internationally. The manifesto aims to raise awareness of these rare conditions

to drive change and improve lives. It highlights calls to action for key aspects of the patient journey

that require urgent attention from various stakeholders, including healthcare professionals, patient
organisations, patients and policymakers.

Arare and evolving global challenge

Rare autoinflammatory diseases are an emerging and rapidly evolving group of rare conditions
characterised by spontaneous, unprovoked and disabling attacks of systemic inflammation, including
recurring fevers, rashes and severe fatigue.?” In most cases, rare autoinflammatory diseases are
inherited and start in childhood, persisting throughout adult life.®¢-"" Due to the non-specific symptoms
of rare autoinflammatory diseases, identification and diagnosis of a condition is often delayed, leading to
substantial delays in patients receiving appropriate treatment and care.

The multifaceted burden of rare autoinflammatory diseases

The symptoms and consequences of rare autoinflammatory diseases impose significant physical,
emotional, social and financial impact on patients, their families and healthcare providers, that affect

all areas of life, from education to relationships.?'?“The rarity and low level of awareness about these
conditions results in a significant lack of understanding and support from their social environment,
further adding to the disease burden.? The life-long nature of rare autoinflammatory diseases means
these burdens are constant, continuing from childhood to adolescence and adulthood, which gradually
impairs patients quality of life, while placing long-term and substantial financial strain on healthcare
systems. Paediatric patients are especially impacted by their disease as symptoms disrupt physical,
educational and social development, and the transition to adult care is one of the most challenging
periods.? 116

The need to improve lifelong care and support

Through greater scientific understanding and improvements in technology, there have been significant
improvements in the diagnosis and treatment of rare autoinflammatory diseases. However, patients still
encounter barriers throughout their journey towards optimal management and care. Awareness and
deep knowledge of rare autoinflammatory diseases remains limited amongst healthcare professionals
and patients. Coupled with symptoms that overlap with other diseases, this means an accurate
diagnosis is challenging and can be very delayed; some patients wait for many years or even decades
for an accurate diagnosis.> 1"

Additionally, although current treatment options for rare autoinflammatory diseases can provide
symptomatic control,?°-22 some patients may struggle to be prescribed an effective medication that they
can also tolerate well '°-20.22.23 Djagnostic delays, difficulties in accessing specialist care and ineffective
management canimpede optimal care and can have a substantialimpact on long-term health and
quality of life.2* To prevent complications and improve outcomes, there is a need for amore accurate
and timely diagnosis, appropriate selection of existing therapies tailored to individual patients and

more treatment options that can potentially address the underlying causes of rare autoinflammatory
diseases.?®
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Together, Novartis, the patients, experts and patient organizations that have collaborated to create

the manifesto are committed to addressing the needs and advocating for the rights of those impacted
by rare autoinflammatory diseases, including the patients, their families and the healthcare providers
involved in their care. These aims are being achieved through collaborations with various organisations
and healthcare experts.

The manifesto aims to unify stakeholders to help raise awareness and education of rare
autoinflammatory diseases and improve the lives of people living with rare autoinflammatory diseases.

Rare Autoinflammatory Disease Manifesto

O

Vision: Mission:
Toraise awareness To improve the lives of
and education of rare people living with rare
autoinflammatory diseases. autoinflammatory diseases.

By identifying key unmet needs mapped against the patient journey, this manifesto proposes key asks
that can help overcome the barriers to optimal care, towards the long-term goal of improving the lives
of people living with rare autoinflammatory diseases across the world.

Rare autoinflammatory diseases:
A callto action

Together, patients, carers, healthcare professionals, patient
organisations and policymakers must address the unmet
needs and lessen the disease burden of people living with rare
autoinflammatory diseases and their families. It is vital that key
stakeholders, including the entire rare autoinflammatory disease
community and beyond, take crucial steps towards
improving the day-to-day lives of all people living with rare
autoinflammatory diseases. We call on:

Healthcare
professionals
and policymakers to:

stakeholders to:

 Increase awareness

Patient advocacy

- Ensure continuous and recognition of the
improvement of groups to: extensive impact that
diagnostic processes - Empower patients to be at the rare autoinflammatory
andaccessto centre of care-making decisions. diseases have on
innovative treatment, individual lives,
. « Promote the development of
disease management . . healthcare systems and
e collaborative, holistic and long- .
and specialist . . . societies atlarge.
. termrelationships and effective
healthcare services.

communication between patients + Engage patients to

and healthcare professionals. actively participate
. in scientific research
« Advocate forimproved care
and development.

and health outcomes.
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XX XAXKXAXKXX A PFAPA Periodic fever, aphthous stomatitis, pharyngitis, adenitis
AXAXAXAXAXAX

XAXKXXAXKX AXX PFS Periodic fever syndrome
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X AXAXAX AKX AX SAID Systemic autoinflammatory disease

XAXKXXAXXXAXX L. - . .

AXAXAXAXAXAX SJIA Systemic juvenile idiopathic arthritis
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Understanding rare
autoinflammatory diseases
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OTOToRaRoRotoRatototoln The International Congress of Familial Mediterranean Fever
ORI TPIN PO PA e and Systemic Autoinflammatory Diseases defines rare
RXRRARRRIARRRA autoinflammatory diseases as “conditions caused by an
SARXR ; % 22 ; 93 exaggerated innate immune system response, resulting in
N X N X N AN N N X . . . . .

XXX XXX XX episodes of spontaneous inflammation affecting multiple
RARKKARKRKARX organs”.?®

AXAXAXAXAXAX

XXX AX XX AXXX A

AXAXAXAXAXAX

ﬁ 9 f é f 9 f é f 9 f § Rare autoinflammatory diseases are alarge number of different rare conditions, which involve an
XXXAXKXAXKXX A abnormal activation of the body’s first line of defence against infection (the innate immune system),
OEAIOROTOLARTOTORALOLe which then triggers the second line of defence (the adaptive immune system).2” In most cases rare

o é 2 X . ;<< 2 X . § . X autoinflammatory diseases are inherited and start in childhood. Patients spontaneously experience
AXAR A X A Q AX A X arange of signs and symptoms related to fever and inflammation, which can affect multiple organs,

XAXXXAXXXAXX
AXAXAXAXAXAX
XXX AXXX AX
AXAXAXAX
XAXXXAXX
AXAXAXAX
XXX AXXX A
XAXXXAXXX

including the abdomen, chest, joints, skin and eyes.® 2728 These symptoms often flare up suddenly
and can be very disabling, having a major impact on every aspect of patients’ life.24*Clinical features

9 (symptoms and their severity) can vary greatly from one individual to another and between conditions .8 115.2°
N
X

Key facts and figures

AXAXAXAXAXAX The most common and well known FMF affects about
genetic rare autoinflammatory disease is
Familial Mediterranean jj’ 159,0%0 d
30
fever (FMF).21 peopie woriawide.

XAXKXAXXXAXX The frequency of other rare autoinflammatory diseases is lower than this and, for many conditions,

XXX AXXXAXXX A is not yet quantified,?® which may be due to the fact that these conditions remain unrecognised and
AXAXAXAXAXAX : . P . . 31,

O OLOTINOTOTOIN T underdiagnosed, and therefore underreported in a significant proportion of patients.29.3"32
AXAXAXAXAXAX

XXX AXXXAXXX A

AXAXAXAXAXAX

OIS ITOTOINILOIOIN0TY !nmostcasesrgre

AXAXAXAXAXAX autoinflammatory diseases

XXX AXXXAXXX A . :

NI NI INOINS; are ||_1her|ted and start

X . X § X 2 X i<<>< . X >>§ inchildhood, persisting

XXX AXXX AXKXX A throughout adult life. Other

AXAXAXAXAXAX i

REKRKEXS KRR SXX Rare autoinflammator ; o automflammat.ory ; ;
AXAXAXAXAXAX i b tl}ll diseasesare acquwed, Over 30 genes associated with
RO TATORATOEATORATOTATS diseases affect DO presenting at any time rare autoinflammatory diseases
AXAXAXAXAXAX enderse ua“ 23 ; ] 7
XAXXXAXXXAXX g q y. during adulthood.®& 1" have been identified.®
AXAXAXAXAXAX

XXX AXX X AXXX A

AXAXAXAXAXAX

X AX XX AXXXAXX ) ) .

NNOPS I I INOINS: 25% of people with rare diseases wait 5—=30 years

XXX AXKXAXXX A from when their symptoms begin to receiving a diagnosis
AXAXAXAXAXAX 400/ . . initial di . a3
XAXXXAXXXAXX and 0 receive anincorrect initial diagnosis.

AXAXAXAXAXAX

XXX AXXXAXXX A

AXAXAXAXAXAX

X AX XX AXXXAXX ) ) ) ) ) ) .
AXAXAXAXAXAX Rare autoinflammatory diseases are caused by defects in genes that regulate innate immunity, resulting
XXX AXXX AXXX A . . . . . .

AXAXAKARARAX in excessive production of pro-inflammatory proteins called cytokines, such as IL-1, IL-6 and TNF.
XAXXXAXXXAXX

ISR R OIS Disease pathogenesis can be complex andis likely influenced by the presence of multiple modifying

XXX AXKXAXKXK A genetic alleles, epigenetic modifications and environmental factors.?®34 In most cases, autoinflammatory
O OIoLe f . § . f . z conditions have an established clinical diagnosis but a complex genetic background; known as complex,
AXAXAXAXAXAX polygenic or multifactorial rare autoinflammatory diseases. 263536 However, no mutationis found in at
f § >A< > f ZZ >A< X f § f 2 least 50% of patients; in such cases the diagnosis can be made based on the typical clinical features '™
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Most rare autoinflammatory diseases have a complex clinical picture with overlapping signs and
symptoms, making classification challenging.®-%° Since 1990, more than 40 different conditions have
been categorised as rare autoinflammatory diseases.® >4° The most common and well-characterised
group of rare autoinflammatory diseases are periodic fever syndromes (PFS).#' As the disease
spectrum broadens to include new conditions influenced by multiple genetic and environmental factors,
it adds complexity to the clinical picture, with overlap between rare autoinflammatory diseases and
autoimmune diseases.?®3442 There is often a lack of distinct diagnostic or classification criteria, 24344
but the conditions can be broadly defined into three categories:™®2*

Polygenic, complex

Type Monogenic or multifactorial Undifferentiated
Cause Changes or Changes to multiple Undifferentiated or undefined rare
mutationstoa genes which autoinflammatory diseases are
single gene® independently have a conditions considered to be rare
low risk but combined autoinflammatory diseases clinically, but
together, or withexternal = often have aclinical picture that does not
risk factors, can cause correspond to any specific diagnosis ®
disease®™ 4547 They can be caused by change(s) in

one gene or be multifactorial 46

Examples FMF, Systemic juvenile No examples of conditions available
arelatively idiopathic arthritis - patients who do not fit a specific
common rare (SJIA) - the childhood condition are mostly commonly
autoinflammatory = form of Still's disease, a diagnosed as ‘undifferentiated rare
disease. rare autoinflammatory autoinflammatory diseases’ or ‘general

disease affecting10-15% PFS’. Other terms used to clinically

TNF-receptor
P of children with juvenile describe this category include:*°

associated

periodic idiopathicarthritis (JIA) .y qitferentiated PFS.

synd inthe US and Europe. . ] )
yndrome . « Systemic autoinflammatory disease
(TRAPS) g.dult Ons:tosstlljlls A (SAID).

Cryopyrin- a:jsueltafsoerrgw of}S tl?ll‘_st ©  Systemic undifferentiated recurring

associated disease fever syndrome (SURFS).

periodic ' - Undifferentiated

?é:‘gg)nfs Behget's disease. autoinflammatory disorder.

' Periodicfever, + Unclassified systemic
aphthou.s.stomatl.tl.s, autoinflammatory disease
p;‘:l?g‘p?'t's’ adenitis (UNC-SAID or uSAID).

( ): « Autoinflammation of unknown cause.
Schnitzler
syndrome.36.48.49

This table is not representative of all autoinflammatory diseases but simply provides an overview of the
main conditions described in this manifesto. For acomprehensive chart please see: Autoinflammatory
Alliance Comparative Chart.

Possible symptoms in people with rare autoinflammatory diseases*#9:1.27.51

Skinsymptoms, Recurring Inflammation /
suchasarash, feveristhe fluid collection/
areakey most common paininthe chest
symptom. symptom. and abdomen.
Inflamed / Joint
@ Severe enlarged ﬁ swelling @ Muscle
fatigue. internal /aches/ pain.
organs. pain.

* To search for possible symptoms associated with rare autoinflammatory diseases please see:
The Autoinflammatory disease Database (http://www.autoinflammatory-search.org).
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The multifaceted burden of rare
autoinflammatory diseases
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OTOTORAIPTOToRARotoToRN Unpredictable and insidious symptoms place severe

PR ORORORAR RIS ORARORo physical, emotional, social and financial burdens on rare
SRR ARRRARRRX autoinflammatory disease patients, their families and

RARKRARKRARK those who treat them.
XAXXAXXXAXXX A
XAXXXAXXXAXX

AXAXARARARAX The symptoms of rare autoinflammatory diseases presenta
XXX AXXXAXXX A . .

AXAXAXAXAXAX lifelong burden for patients

XAXXXAXXXAXX

X i X f 9 ii X f Q § X >A< « Inflammatory symptoms usually occur spontaneously and last for days to weeks, often separated
AXAXAXAXAXAX by intervals of symptom-free periods and overall good health for weeks to months,® with patients
X AXXXAXXXAXX ) . ) 52

AR AR AR AR AR often suffering considerably during flare-ups.

f § f » f § f 2 f >x< f X » However, some individuals may exhibit a continuous acute phase response, sometimes with
XAXXXAXXXAXX worsening of symptoms.’®

AXAXAXAXAXAX

XXX AXKXAXXX A  Insevere cases, long-term and persistent symptoms may develop into irreversible health
AXAXAXAXAXAX " . . .. . L. .
KARKX AR AKX conditions, such as loss of organ function and disability, potentially resulting in a poorer quality of
AXAXAXAXAXAX life or death.8 15.:53-55
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R AX AR AXARAX ¢
XXX S XXX S XXX The fatigue is so hard in the moming...
XAXXXAXKXXAXX

AR AXARAXARAX and then it impacts the rest of the day 56, ’

XXX AXXX AXXX A
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AXAXAXAXAXAX . . .

KA K Children and young people are disproportionately affected by
KK the burden of rare autoinflammatory diseases

XXX AXXXAXXX A . . .
AXAXAXAXAXAX - Rare autoinflammatory diseases have been shown to impact personal relationships,

X . X >>§ X o X § X . X é school, employment and social participation.25” As aresult, quality of life in patients with rare
XXX AXXXAXXX A autoinflammatory diseases is significantly lower than that of the general population, with children
3 f 9 § 9 f 9 § 3 f X >>§ being affected the most.%8-5°

Q i Q f Q ;2 Q f Q § Q >A< « Children with rare autoinflammatory diseases often miss school due to symptom flare-ups and
AXAXAXAXAXAX medical appointments, implicating their performance.? In a study, missed school days were
OIS >A< é f SN documented in 78% of patients.?

f é f Q f § >A< ; f ;Z f Q - Additionally, because the disease is largely “invisible” outside of acute episodes, patients may not
XAXKXXAXXXAXX always look obviously unwell all the time and so can be misjudged.>

X § X ® X é X Q X ;<< X >A< - Patients report alack of understanding and support from teachers and peers as well as bullying.?¢°
A A\ aS N N N\

XAXXXAXXXAXX « Thereisamisconception among teachers that rare autoinflammatory diseases are contagious and
AXAXAXA A . . .

%% f % >>§ % f 9 é % >A< children feel they are treated differently to their peers as aresult.s'

Q f % >X< Q f 9 § 9 f 9 é + Disrupted primary education can prolong a patient’s school career, with negative consequences for
AXAXAXAXAXAX higher education and employment later in life. In a quality of life study, 46% of patientsindicate that
XXX AXXXAXXX A . ) . . . ) . . M
AXAXAXAXAXAX their disease delayed their education and in 17% this made high school graduation unachievable.

; ; Z X ; ; 2 x ; ; ; X €€ Children in school are often Jjudged incorrectly,
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The transition from childhood to adulthood is one of the most
challenging periods for patients
« Symptoms of rare autoinflammatory diseases can disrupt children’s physical, educational and social

development and, as adults, they face the challenge of holding sole responsibility for managing their
disease.?6.62

» Forthese reasons, transitioning from childhood to adolescence and to adulthood is one of the most
challenging periods for patients; the process should be gradual and requires an appropriate level of
medical care and support.’6-63

The burden of rare autoinflammatory diseases extends
beyond patients to their families and caregivers
« Symptoms associated with rare autoinflammatory diseases, such as fatigue and chronic pain, can

be physically debilitating and constant flare ups can make performing seemingly simple day-to-day
tasks, challenging and nearly impossible.!2.59.64.65

« Thisrestriction to daily activities and unpredictability of symptoms can negatively affect the emotional
well-being and everyday lives of patients, their families and those who care for them.216.59.66

Social exclusionis a key challenge for people living with arare
autoinflammatory disease and their caregivers

- Thedisease often limits social activities of patients and their families.?
+ Social exclusion was reported by 78% of patients in a survey study.?

€€ We often have to cancel social gatherings, because our child

has a disease flare...and our friends don't understanad: why are
they cancelling again? We don't really get invited anymore?y

Patients and their families often experience emotional and
psychological stress

« Emotional stress on parents and their family members is significant due to the unpredictable nature of
rare autoinflammatory diseases.?

« Thegeneticrisk associated with the disease causes concerns around family planning and
relationships.?

« Psychological conditions, including anxiety and depression, are associated with rare autoinflammatory
diseases, adding to the overall emotional disease burden.?¢”

- Inaddition to the educational/employment and social limitations, the stress of daily living magnifies and
contributes to feelings of anxiety, isolation, loneliness, guilt and sadness in patients and caregivers.? ¢

€€ The hardest part s isolation. I'm 28 years old and | just
haven't had the same experiences as my peers 'y

€ The psychological pressure...is much higher for

parents with sick children. Everything comes with
a huge time commitment? ¢ 4
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€€ We wanted to getalife insurance for our child when she was

4 or 5 years old...[but] we were told it would be of little benefit
given her iliness and [so] she [did] not get one? g 9

Around one in four patients with rare autoinflammatory
diseases is unemployed and many face financial difficulties

Work disruption and absence for patients and their caregivers due to the disease can negatively
influence work productivity, job security and career / workplace options.2 .68

Adult patients frequently miss work and 26% of patients are unemployed.? 68

Indirect costs, including an inability to work as a patient coping with symptoms, or as a parent caring
for a child with arare autoinflammatory disease, place a significant financial burden on patients and
their families.'s 1433

The direct costs of accessing care and treatment, including travel costs, further adds to the
financialimpact.’®-33

€ He got really sick...the constant pressure of his
employer [made] him unstable and liable? ¢

Management of rare autoinflammatory diseases impacts
healthcare systems and social care systems

Rare autoinflammatory diseases generate substantial costs and use of resources, including
healthcare professional visits, diagnostic tests, insurance coverage and sick leave.”?

Recently, the total treatment cost for a patient living with SJIA to healthcare systems was estimated to
be £1,929in the first year after diagnosis.™

Care costs for long-term complications, such as organ damage, that occur due to long diagnosis
delays andinadequate disease management may contribute further to the economic burden on
healthcare systems.?14.24.55.69

Patients require care from childhood to adulthood, placing along-term economic burden on national
health systems and private payors.212%8
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Identifying barriers to optimal care
across the patient journey

To begin to address the unmet needs of people living with
rare autoinflammatory diseases, barriers faced at each
stage of the patient journey must be identified.

Making a diagnosis as quickly as possible is vital so patients can receive the most appropriate treatment
and care.'® However, diagnosis of autoinflammatory conditions can be challenging and patients often
endure severe delays to diagnosis and subsequently treatment, lasting many years or even decades,
due to repeated testing, multiple medical visits and misdiagnosis.™ 707 This can have a substantial
impact on long-term health and quality of life.?+™

€€ When we received the diagnosis | was pleased to hear
at last they had found what was wrong with me 4 ¢

David
SJIA patient now in remission

The lack of familiarity of rare autoinflammatory diseases amongst primary care healthcare
professionals means that final diagnoses are often made by specialists with expertiseinrare
autoinflammatory diseases at tertiary care centres.? 873 Additionally, these specialists are essential
members of the multidisciplinary team involved in the ongoing management and monitoring of patients
with rare autoinflammatory diseases.*® However, accessing appropriate specialist care can be
challenging and is a major barrier that can prolong treatment initiation time.”

€€ it's more than just an appointment with a doctor for me.

It's a day on which | can talk about myself and my health with

someone who really listens to me and also has answers for

me. That's why I'm lucky to have met these doctors who are
soamazing 9

Emma
Muckle Wells patient at the Centre for Autoinflammatory Diseases in Tubingen, Germany

After long periods of uncertainty, finding the appropriate treatment, care and supportis vital. Inrecent
years, significant advancements in rare autoinflammatory diseases knowledge has led to more therapy
options and improvements in care.?° When patients find treatment regimens that are well-tolerated

and effective for them, they are able to lead full and productive lives.” However, treatment and ongoing
management still comes with its own set of challenges:
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€¢ Availability of novel and effective treatment modalities should be the most important

ariving tool allowing the patients with rare autoinflammatory diseases to live lives of
a full quality and without any limitations, since the innovative therapies showed clear
capacity for that. On the other hand, the treatment of rare autoinflammatory diseases

has to be in the hands of skilled physicians with experiences with management of such

particular diseases. Experiences are able to secure the correct indications of therapy
with its full clinical capacity which is a miracle for the majority of the autoinflammatory

diseases patients 99

Prof. Milos Jesenak

Specialistin Rare Childhood Diseases, based at the Centre for Periodic Fever, Department of Paediatrics and Department of
Pulmonology, Jessenius Faculty of Medicine in Martine, Comenius University Bratislava, University Hospital (Martin)

Barriers to achieving
timely diagnosis

Low awareness of rare autoinflammatory

diseases amongst general practitioners
causes diagnostic delays.’

¢ Therarity of these conditions makes
it difficult for general practitioners to
identify them.2

¢ The high number of identified rare
autoinflammatory diseases (more than
30)™andrare diseases (approximately

7,000),"*make it difficult for primary care
healthcare professionals to be aware of
every condition and therefore, correctly

diagnose them.?

Lack of clear diagnostic criteriaand
definitive testing means achievinga

diagnosis is acomplicated process.?+4344

« Duetoalack of diagnostic criteria
for rare autoinflammatory diseases,
diagnosis is mostly based on clinical
clues®232* Achieving an accurate
diagnosis may require clinicians to
eliminate a number of possible causes
or diseases - thiscanbe alongand
challenging process!®

« Although genetic analyses have
improved diagnosis times, they are
expensive and don't always give clear
answers, with only 50% of affected
patients having positive results!6:2324

Low awareness of rare autoinflammatory

diseases amongst general practitioners
causes diagnostic delays.’

¢ Therarity of these conditions makes
it difficult for general practitioners to
identify them.?

¢ The high number of identified rare

autoinflammatory diseases (more than
30)™ andrare diseases (approximately

7,000),"*make it difficult for primary care
healthcare professionals to be aware of
every condition and therefore, correctly

diagnose them?

Barriers to
accessing
specialist care

Thereis ashortage of
specialists worldwide
resultingin access
challenges or long waiting
times.

« Healthcare professionals
specialisedinrare
autoinflammatory
diseases are limited or
not available in some
countries, with only a few
experts and reference
centres availablein
Europe and beyond.*"®

- Asaresult, patients
and their families
often face long waiting
lists and times for
appointments’*78

Patients may have to travel
far to access specialised
care.

» Duetothelackof
specialists, patients
oftenhave to travel to
other regions or even
countriesin order to
access specialised
services, which canlead
to substantial personal
COStS.ZA‘ 39,75

Lack of awareness of
specialist centres.

» Many patientsare
unaware of specialised
care facilities in the first
place”
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Barriers toreceiving
appropriate treatment
and care

Finding optimal treatment canbe a
lengthy and challenging process.

+ Current treatment options can
provide symptomatic control,?"2°
however, tolerability canbe a
challenge for some patients©.8:27.2

« Patients may require trials of
numerous therapies before finding an
appropriate option/°8!

Access to effective therapies varies by
country and can be challenging.

« Physical barriers, such as the need to
travel long distances for appropriate
care and management are particularly
relevant and challenging especially
for young patients, for whom the
journey must often be made with their
family/3-3°

Patients are not always equipped to
effectively manage their long-term
condition.

- Patients, particularly at a younger
age, may not naturally possess
the self-management skills to
successfully manage their condition
into adulthood .78

« Adherence and compliance issues,
particularly given the long-term nature
of rare autoinflammatory diseases,
may resultinless favourable patient
outcomes,®8 demonstrating the
need forimproved self-management
and more treatment options.
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Evidence and the need for urgent action

Taking appropriate action at each stage of the patient
journey can create change and overcome barriers to
achieving optimal care.

Analysis of the care pathway shows that the patient journey remains complex and patients, families
and healthcare professionals are endlessly faced with multiple barriers thatimpede optimal care.
Toimprove the patient journey, it is essential to identify appropriate actions at each stage, from both
ahealthcare professional and patient perspective, that can overcome these obstacles.

Actions for improving diagnosis

« Providing primary healthcare professionals with education and knowledge of rare autoinflammatory
diseases, including early signs and symptoms, and more well-defined diagnostic criteria may be the
first steps to enable primary healthcare professionals to distinguish and accurately diagnose rare
autoinflammatory diseases earlier in the patient journey.”

- Implementing and educating healthcare professionals on a structured, stepwise approach to refera
patient with a suspected rare autoinflammatory disease is crucial to ensuring accelerated specialist
referral and ongoing care management.

Actions for improving access to specialist healthcare teams

- Facilitating linking of centres of excellence with other expert centres to create centre networks for
groups of rare autoinflammatory diseases with similar needs will help improve access to specialised
care for patients.

+ Implementing reimbursement schemes for costs incurred to patients when travelling will lessen the
burden on patients and improve access to specialist care.

 Providing information and resources to raise healthcare professional and patient awareness about
local specialised facilities, including centres of excellence, will help improve access high-level
supportandcare.””

Actions forimproving treatment and care

+ All healthcare professionals (nurses, primary care physicians and specialists) should be educated on
treatment and management best practice, which will allow them to harmonise treatment strategies
and ensure patients receive the best possible care.?

- Moreresearch toimprove the understanding of disease mechanisms may enable the development
of novel therapy options that can potentially address the underlying causes of rare autoinflammatory
diseases.?®

- Improved awareness amongst specialist healthcare professionals may also prompt greater research
and innovation with regards to clinical trials and academic studies, facilitating the designing of trials
and studies around patients living with rare autoinflammatory diseases.

Actions for increasing patient empowerment

- Improving scientific understanding around rare autoinflammatory diseases and providing appropriate
tools will help patients recognise their condition early and understand the care they require at
different stages of their disease.
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- Additionally, greater disease awareness from a societal point of view will help remove stigma and will
autoinflammatory disease the implementation of support services within academic and workplace
environments.?

« Importantly, creating and building an environment of trust where patients, caregivers and healthcare
professionals can work collaboratively is vital to optimise care.”

 Providing patients with the appropriate self-management skills and support to help them participate
in decision-making and self-manage their symptoms will ensure a smooth transition process from
child to adult care.?378

Early detection and a precise diagnosis, increasing
therapy options, optimising disease management and
facilitating patient engagement and empowerment will
ensure patients receive effective treatment and care
that is right for them as individuals.

MLRID 20912 | March 2021




AXAXAXAXAXAX
XXX AXKXXAXXX A
AXAXAXAXAXAX
XAXXXAXXXAXX

XAXXXAXXKXAXX
AXAXAXAXAXAX
XX XAXXXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXXAXXXAXXX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XAXXAXXKXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XX XAXXKXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXXAXXXAXXX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XAXXAXXKXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXKXAXX
AXAXAXAXAXAX
XX XAXXXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXXAXXXAXXX A
AXAXAXAXAXAX
XAXKXXAXXXAXX
AXAXAXAXAXAX
XAXXAXXKXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XX XAXXKXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXXAXXXAXXX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXXAXXKXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXKXAXX
AXAXAXAXAXAX
XX XAXXKXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXXAXXXAXXX A
AXAXAXAXAXAX
XAXKXXAXXXAXX
AXAXAXAXAXAX
XAXXAXXXAXXKXX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XX XAXXXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXXAXXXAXXX A
AXAXAXAXAXAX
XAXXXAXXXAXX
XXXAXXXAXXX A
AXAXAXAXAXAX
XAXXXAXXKXAXX

AXAXAXAXAXAX
XXX AXKXXAXXX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXX AXXXAXXX A

AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XAXXAXXXAXXKXX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XX XAXXKXAXXXKX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX
XXXAXXXAXXX A
AXAXAXAXAXAX
XAXXXAXXXAXX
AXAXAXAXAXAX

Appendices

Appendix A: Previous activities

The collaboration between Novartis and Patients, healthcare professionals and Patient advocates has
resulted in educational programmes, including:

I’'mRare
an eBook created to raise awareness and develop patient networks,
through sharing of personal stories and experiences.

KNOWLEDGE
IS POWER

) NOVARTIS

AID Hero app
an educational program for young people with autoinflammatory conditions
and for their families, to raise awareness of rare autoinflammatory diseases.

Choose your
' superhero avatar
® . and start to pl
. Yy

Dear friend,
welcome to AID HERO,
a rare autoinflammatory adventure.

AW -
i

Kevin's parents. Kevin is a 16-
d boy. and we know that we'll
. deal with the fact that he'll have.
Aid Hero is a program s disease forever. What can we do?
for young people
with autoinflammatory conditions
and for their families.

O
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Appendix B: Useful links

There are anumber of organisations that advocate for and support the rare autoinflammatory disease
community worldwide. These groups can provide specialised information and support to people
worldwide. We have provided a short list of relevant organisations below, however this list is not
exhaustive and many other groups exist across the globe. In addition, Novartis have created a website
(http://www.periodicfevers.com) to provide up-to-date information and resources for people and their
families affected by rare autoinflammatory diseases.

Organisation

Useful Materials /

(Website) Location Description Resources
AIFP Italy The Italian Association for Periodic
http://www. Fevers (AIFP) association. AIFP’s

febbriperiodiche.it

AMRI Onlus Italy
http://www.amri.it

Aspanijer Spain
http://aspanijer.org/

wordpress/?page
id=154

Autoinflammatory International
Alliance - previously

known as The NOMID

Alliance http://www.

nomidalliance.org

ENCA International
https://www.enca.org

main aims is to sensitise doctors

to Periodic Fevers through events,
and to support patients and their
families by providing information
(publications, website) and support
group details.

The Italian Association for
Paediatric Rheumatoid Diseases
(AMRI, Associazione ltaliana per
le Malattie Reumatiche Infantili)
is anon-profit organisation that
supports children affected by
paediatric rheumatoid diseases.

Aspanijer is the Association of
Parents of Children and Young
People with Rheumatic Diseases of
the Valencian Community.

The Autoinflammatory Alliance is a Autoinflammatory
non-profit public charity dedicated disease Classification and

to promoting awareness, proper Nomenclature Chart
diagnosis and treatment, and A comparison chart of various
improved care for people with rare autoinflammatory
autoinflammatory diseases. conditions and key
characteristics of each.

General Information Brochure

A brochure that includes

key information about rare
autoinflammatory diseases and
the Autoinflammatory Alliance,
a patient organisation focused
onrare autoinflammatory
diseases.

SAID Database

Adatabase to searchand
learn more about rare
autoinflammatory disease
symptoms and findings, and
to helpincrease awareness
of these conditions.

SAID Support: TRAPS
Infographic

Aninfographic that presents
key information about TRAPs
concisely.

The European Network for Children
with Arthritis and Autoinflammatory
Diseases (ENCA) is an international
network for national associations
working with children and young
people with paediatric rheumatic
diseases and their families.
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Organisation
(Website)

FMF & AID
https://www.fmfandaid.
org

Location

International

ICAN Ireland
https://icanireland.ie

KAISZ. Netherlands
http://www.kaisz.nl

KOURIR France
https://www.kourir.org

Mifrakim Tz’eirim Israel
https:/mifrakim.org.il

Sunflower Foundation Russia
http:/www.
fondpodsolnuh.com

Versus Arthritis UK
https:/www.
versusarthritis.org

Useful Materials /

Description Resources

FMF & AID is a worldwide non-profit
umbrella organisation, dedicated to
helping patients and their families
obtain a quick diagnosis and correct
treatment, as well as advocating for
them and raising awareness.

The main aim of the Irish Children’'s
Arthritis Network (ICAN) is to
provide a national support network
for children with arthritis and their
families through the provision of
factual, practical and emotional
support.

KAISZ is an organisation active in
raising awareness and providing
support to those living and / or
coping with an autoinflammatory
disease.

KOURIRis the French parent
association for JIA and other
paediatric rheumatic diseases;
their missionis to support parents
and children, increase paediatric
rheumatic diseases awareness at
alocal, national and international
level, and promote research on
these diseases.

The Israeli Association for
rheumatoid arthritis patients
Mifrakim Tze'irim provides patients
with support and tools. It aims
toincrease public awareness of
the disease and its daily effect

on patients, expand knowledge
and spread information about
theillness, patients' rights, and
treatmentinnovations.

The SUNFLOWER Charity
Foundationis an organisation
supporting patients withimmune
system disorders that works to
save lives of children and adults
who are suffering from primary
immunodeficiency and autoimmune
diseases.

The website for Versus Arthritis;
aUK based patient advocacy
group focused on campaigning

to challenge the misconceptions
around arthritis and to ensure that
arthritis is recognised as priority in
the UK.
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