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What is ANCA-associated vasculitis (AAV)?

AAV is a group of rare AAV is a disease of tt‘ze AAV is a long-term condition that
autoimmune diseases'? small blood vessels" may come and go, despite treatment3#
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Number of affected patients>¢ AAV affects the small blood
vessels in the entire body and
results in damage to blood
vessels and organs'’

New onset patients/ incidence in Europe:
13-20 cases /1 million people / year

Affected individuals / prevalence worldwide:
46-184 cases /1 million people

AAV is caused by the immune system inappropriately activating neutrophils*

causing inflammation and damage to blood vessels'®

*A type of white blood cell that, apart from other functions, protects the body from infections



What is happening in my body with AAV? What are the potential causes of AAV?

What are autoimmune diseases? The causes of AAV have not been determined yet, but various factors

Conditions that occur when the immune system goes into overdrive may increase the likelihood of developing AAV2
and builds antibodies that attack healthy cells.®

A microscopic view:
What does AAV look like inside a small blood vessel?
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*A type of white blood cell that, among other functions, protects the body from infections
**The inner layer of cells lining blood vessels, playing an essential role in regulating vascular tone and cell activity



What are the different types of AAV?

There are three main types of AAV; sometimes you may experience
characteristics of more than one type®™"

Granulomatosis with
Polyangiitis (GPA)

previously known as
Wegener's granulomatosis

"O¥

Common symptoms of GPA:
chronically blocked nose, blood
encrusted nostrils, red eyes, ear
infections, renal, pulmonary and

nerve problems”©

Microscopic Polyangiitis Eosinophilic Granulomatosis
(MPA) with Polyangiitis (EGPA)

previously known as
Churg-Strauss syndrome

Common symptoms of EGPA:
pulmonary and sinus
problems, also frequently
associated with
asthmatic complaints’

Common symptoms of MPA:
bloody cough, purple rash, joint
pain, renal and nerve problems’

Signs and symptoms of AAV7*
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Kidneys Lungs
. Difficulty
Blood.m breathing,
the urine
cough
Ears
Eyes Hearing loss,

Red, irritated eyes,
blurred vision

Skin

Rashes, sore spots
and blisters

*You may experience some but not all of these symptoms

ear infections —
symptoms: pain,
headache,

fluid excretion

Nose

Blood-encrusted
nostrils

Nerves

Neurological
malfunction —
symptoms:
numbness,
tingling sensation

Heart

High blood
pressuret

0|

Digestive
system

Diarrhoea,
abdominal pain

TSymptoms: severe headaches, tiredness or confusion, visual problems, chest pain, difficulty breathing, tachycardia




Diagnosing AAV Treating AAV (1/2)

Diagnosing AAV involves a number of tests and your medical history is also considered’ Your individual AAV treatment depends on the type of AAV you are affected
by and the severity of the inflammation. In all therapy options currently available,
the body’s own immune system activity is ramped down3#
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ANCA teStlng What is it? Glucocorticoids (a type of For the treatment of For the treatment of
steroid), for the treatment of autoimmune diseases® autoimmune diseases'’
autoimmune diseases

Imaging (o)
techniques

Identification of areas
affected by AAV such
as the lungs, kidneys and
other internal organs

There are two different
ANCA autoantibodies
that develop in people
with AAV. These develop
to two different proteins:

Blood tests proteinase 3 (PR3) or When is it administered?* Inciljuctlion tf:erapy, remission Indductlion tP:erapy, remission Induction therapy and relapset
Testing scope: myeloperoxidase (MPO).8 andrelapse andrelapse
- ANCA autoantibodies*

Inflammatory markers PR3 and MPO are normally

Kidney function found inside neutrophils

but if they appear outside, How it is administered?” High-dosage infusions or tablets | Relapse: one infusion weekly One infusion every two

. the ANCA can bind to (reducing the dosage over time) | for one month weeks initially and then

Biopsy therm and activate the Remission: one infusion every at three-week intervals

neutrophils, leading to 4 B Freriihe
damage.? A blood test is
used to see if one of these
autoantibodies is present in

Examination of
tissue samples
affected by

the condition > Where do | receive my infusion? Day clinic, infusion centre, or Day clinic, infusion centre, or Day clinic, or infusion centre
your blood. This is the Key doctor's surgery (about 30 doctor’s surgery (about one (about one half-day for
test that your doctor will do minutes for one infusion) half-day for one infusion) one infusion)

to see if you have AAV.213
Urine tests

Testing scope:
Kidney inflammation
Kidney function

*Steroids can be taken in combination with rituximab or cyclophosphamide, but rituximab and cyclophosphamide are not taken together*
*In some individuals with GPA, MPA or EGPA, it may not be possible to detect any ANCA autoantibodies fiInduction therapy: the first treatment AAV patients receive to obtain remission; Remission: a reduction in the severity of disease, remission can be full (i.e. there is no current disease activity)
or partial (i.e. disease activity is contained); Relapse: refers to a disease that was previously under control with or without treatment, but has become active again*



Treating AAV (2/2)

Your individual AAV treatment depends on the type of AAV you are affected
by and the severity of the inflammation; in all treatment plans, the body’s own
immune system activity is ramped down3*

What is it?

Azathioprine

(off-label use)

For the treatment of
rheumatoid arthritis and various
autoimmune diseases®

Methotrexate
(off-label use)
Anti-inflasnmatory agent for

the treatment of bone, joint
and autoimmune diseases®”

Mycophenolate mofetil
(off-label use)

For the treatment of autoimmune
and renal conditions and kidney
transplants®

When it is administered?*

Remission*

Remission*

Remission*

How it is administered?

Tablet, once daily*

Tablet or infusion, once a week'”

Tablet, daily2°

Where do | receive my infusion?

At home (infusion takes about
one minute)

*Remission: a reduction in the severity of disease, remission can be full (i.e. there is no current disease activity) or partial (i.e. disease activity is contained)

A typical patient journey?

Initial presentation
Feeling unwell

Going home
on treatment

Relapse/Flare

Getting worse

"Felt like my head would
explode! Unbearable!"
Fear, Confusion,
Frustration, Exhaustion

Up to a year
"Long winding road
to diagnosis"

"Pills and hospital visits"
Loss of self-image

Poor communication

Diagnosis
Name for
my illness

Feeling better

between departments / hospitals

Frustration, Devastation

Resilience, Stoicism

"It's a double-edged sword"
Relief, Worry, Anxiety

Intensive care

Psychological & emotional support
counselling & practical advice

Distress
Isolation

Check ups

Multiple doctors and
lots of appointments
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Advice for when you are undergoing
AAV treatment

Wash your hands Keep your house
with soap/ clean, particularly the Avoid contact with

disinfectant kitchen/bathroom sick people

Join a patient
advocacy group

=

Avoid negative

stress

-
iy

Store and prepare Maintain social
foods appropriately interaction

Try to Try to

stop smoking stop drinking

Recommendations for living with AAV

/

Monitor symptoms
Keep a symptom/pa

8%

al

in diary
Inform healthcare professionals of any changes

Pursue a hobby
Painting
Playing music
Gardening
Sewing

Eat healthily

Eat a balanced diet
Have five servings of
fruit/vegetables a day

Drink plenty of water

Schedule breaks (; )
Have regular breaks

Manage your energy resources %
over the course of the day

Relaxation techniques
Yoga

Meditation

Tai-Chi

Regular, mild exercise

al U
Walking

Cycling

ming

-
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Glossary (1/2)

A

ANCA
Abbreviation: anti-neutrophil
cytoplasmic antibody.

ANCA-Test
A type of blood test used to detect the presence
and level of ANCA within your blood.

Antibody

A protein produced by plasma cells that the
immune system generates to respond to a
specific antigen.

Antigen

A substance that the immune system perceives
as ‘foreign’ or dangerous. The body responds to
antigens by producing antibodies.

Autoantibody

A type of antibody produced by the immune
system that binds to one of the body's own
proteins instead of a foreign object, leading to
autoimmune diseases.

Autoimmune disease

A condition caused by the body’s own
immune system. This autoimmune
reaction (or ‘autoimmune attack’) triggers
the development of the disease.

Azathioprine

An immunosuppressant that is used to
treat a number of inflammatory conditions,
including AAV. Off-label use.

Biopsy
In a biopsy, a small tissue sample is taken
to be examined under a microscope.

(o

C5a

A protein involved in the complement
system, which plays a key role in AAV
associated inflammation.

Churg-Strauss syndrome

Previous name for eosinophilic granulomatosis
with polyangiitis (EGPA). For a more detailed
description, please see the entry under ‘EGPA.

Complement system

Proteins including C5a that form part of the
immune system, increasing the body’s ability
to fight infection, but can lead to unwanted
inflammation in people with AAV.

Cyclophosphamide

A medicine used to control autoimmune
diseases like AAV by suppressing the
immune system’s response.

E

EGPA

Eosinophilic Granulomatosis with Polyangiitis,
previously called Churg-Strauss syndrome,

a type of AAV that often affects the lungs
and/or sinuses.

G

GPA

Granulomatosis with Polyangiitis, previously
called Wegener's granulomatosis, a type of
AAV that usually begins in the nose, ears,
eyes or mouth.

Genetics
The physical characteristics a person inherits
from their parents.

Glucocorticoids
Steroid hormones that are used to treat diseases
caused by an overactive immune system.

Granulomatosis

The small, nodule-like cell clusters that commmonly

form in GPA patients’ sinuses and lungs.

Imaging techniques

In medicine, imaging techniques allow
healthcare professionals to look into their
patient’s body, helping them to diagnose
and treat diseases by revealing internal
structures that would otherwise be
hidden by skin and bones.

Immune system

The organs and processes within the body
that enable it to respond to and fight
infections and toxins.

Glossary (2/2)

Induction therapy
The first treatment in AAV in order
to obtain remission.

M

MPA
Microscopic Polyangiitis, a type of AAV
that typically affects the kidneys.

Methotrexate

An immunosuppressant that is used to treat
AAV as well as a number of other conditions.
Off-label use.

Microbial
Relating to small (micro) organisms, especially
disease-causing bacteria.

Monoclonal antibody

Monoclonal means ‘all of the same type’,
so each monoclonal antibody (or MAB)
reacts to a single antigen. MABs are made
in a laboratory.

References

Hutton HL, et al. Semin Nephrol 2017,37(5):418-35.
Al-Hussain T, et al. Adv Anat Pathol 2017,24(4):226-34.
Yates M, Watts R. Clin Med (Lond) 2017;17(1):60-4.
Yates M, et al. Ann Rheum Dis 2016;75(9):1583-94.

Omerod AS, Cook MC. Intern Med J 2008;38(11):816-23.
Pagnoux C. Eur J Rheumatol 2016;3(3):122-33.

CENO M HEN =

-
o

. Jennette JC, et al. Arthritis Rheum 2013;65(1):1-11.
Mukamal LV, et al. Case Rep Dermatol 2018;10(2):175-81.
. Walsh M, et al. Arthritis Rheum 2012;64(2):542-8.

o
rERE

Watts RA, et al. Nephrol Dial Transplant 2015;30(Suppl 1):i14-22.

Jennette JC, Nachman PH. Clin 3 Am Soc Nephrol 2017;,12(10):1680-91.
Elkon K, Casali P. Nat Clin Pract Rheumatol 2009;4(9):491-8.

Stegeman CA. Nephrol Dial Transplant 2002;17(12):2077-80.
. ADVANZ Pharma (2017). Pevanti (prednisolone). Summary of Product Characteristics. Available

Mycophenolate mofetil

Another immunosuppressant used to treat
AAV as well as various other conditions.
Off-label use.

N

Neutrophil
A type of white blood cell that, among other
functions, protects the body from infections.

P

Pulmonary
Relating to the lungs.

R

Rare disease
A disease affecting fewer than 1in 2000 people.

Relapse

Refers to a condition that has flared up
again after previously being under control
with or without treatment.

Remission

A reduction in the severity of disease.
Remission can be full (i.e. there is no
current disease activity) or partial

(i.e. disease activity is contained).

Rituximab
A certain type of monoclonal antibody
used to treat AAV and other diseases.

\"

Vascular system

The vascular system, also referred to as
the circulatory system, is comprised of
the vessels transporting blood and lymph
(a fluid containing white blood cells).
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Wegener's granulomatosis

Previous names of granulomatosis with
polyangiitis (GPA). For a more detailed
description, please refer to the entry
under ‘GPA.
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Further information

The following links provide information and resources

for people living with or affected by AAV:

EgiE  SEE ME

www.myANCAvasculitis.com

This website is dedicated towards supporting people
living with or affected by AAV.

.':‘;‘-‘. Vasculitis

oo, International

www.vasculitis.eu

Their mission is to encourage and support Vasculitis
Patient Advocacy Groups (VPAGs) to combine forces and
to jointly develop relevant projects and activities.
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www.understandAAV.com

More information for health care professionals about AAV.
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