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}g“\“ Are you thirsting for. knowledge?

< Let me quench your thirst.
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;&, What is Alpha-1
Antitrypsin (AAT)?
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A AAT
A Major inhi
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of proteolytic enzymes

A Primary target: neutrophil elastase
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£ What is Alpha-1 Antitrypsin
% 4 Deficiency (Alpha-1)?

A Predisposes to lung, liver, other disease



http://www.alphaone.org/

£ One of the most common genetic
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ONoOt a rare disorder,




AMore th erent all ost rare)
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http://www.alphaone.org/
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http://www.alphaone.org/
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» <4 Alpha-1 Genotypes/Phenotypes

Symptomatic
Risk

PM None

PMS | Almost Normal 2048 Very Low

PSS Intermediate| 1533 Low

PHMZ Intermediate| 1235 Low



http://www.alphaone.org/

g; Alpha-1

" Genotypes/Phenotypes

Symptomatic
Risk
PiSZ Var;able
PrZZ Ve_ry Low _2.&':7 High
PrZ-Null Very Low <2.5 Very High
PENuHlNull Absent None Very High



http://www.alphaone.org/
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Diagnosis
The Tip of the Iceberg

Liess thanil0% diagAosed
2-3% of all <

Patients Kas
Alphal

ATS S
~80,00
have Al

Only 7000 Lg ‘}: o
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> 90% nla nosed

ONoOt a rare disorder,



ISease

I Necrotizing panniculitis
iVasculiti s (especially



http://www.alphaone.org/

¢ - Lung Disease

AOften in
the 3o

adults symptomatic usually i
out of proportion

I Lung infections



http://www.alphaone.org/

ith asthma


http://www.alphaone.org/

A Alphalirelated lung disease presents with
com mptoms:

i Frequent lower respiratory tract infections

I History of suspected allergies and/or asthma




¢ . Clinical History

AResuIts from 2 patient reglstrles regarding pri

ts in the
ith a mean

hen tested with
3 serial spirometries.

Not all patient followed the same clinical path




NEUTROPHIL  INADEQUATE
NEUTROPHIL ANTIELASTASE ELASTASE  ANTIELASTASE
ELASTASE PROTECTION ACCUMULATION PROTECTION

NORMAL ALPHA-1




£ Who Should be Tested for
% 4 A ATD?

As per ATS Guidelines published October 2G¢ 2003

AOnly 129 50% or more
A16% do not screen at all

On average, it takes 7 years and 5 doctors to make the diag




£ Who Should be Tested for
R 4AATD?

ATS Guidelines published October 20,32003
The following features should prompt suspicion:

A Necroti

A Antiproteina rasculitisANCA [
cytoplasmic antibeogsitive vasculitis)

A Family history of any of the following: emphysema, bronchiecta
liver disease, or panniculitis

A Bronchiectasis without evident etiology




Why Arenot Patil e
Deficiency?

Issues
_ may be one of the r
A Misconce s hereditary disord:
Deficie ‘,
A Misc

iency is four

found yw
A Miscon
Invasive,
consuming.

A Lack of £ off _A Studies show augmentation therap:
ack orawareness ot eticacy in- .on raise and maintain serum leve

AAT augmentaiiEEE AAT above the ATS/ERS Protective
threshold



Prevalence cB‘SAATD* In the
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£ One Testé Once A L

% 4 For A Clear Diagnosis

AAlphal Antltrypsm Deficiency, Serum
I Screenin ‘that measures the concentration o

C|rculat|

- with inflammation

carri
T Blood

AAlphal Antitrypsin Deficiency DNA Analysis
I Determines the mutations of the Z and S genes

I Buccal Swab test
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‘@‘ Alpha-1 Testing Cost

| $80$130
A°henoty ~ $1058$175

Serum level henotyping s covered by all
iInsurance including Medicare and Medicaid



)
f‘, Treatment Options

i

AStandard ies in COPD Treatment

ransplant

Recipieim: ir . Crit. Care Med. 170: 811 -814

AAugmentation Therapy
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4 Augmentation Therapy.

i

py IS expressly used to
Increa ithelial lining fluid

Alt is dult pati
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F,“ Role of Augmentation Therapy.

-

A AT AT Augmentation Therapy

Nettropt R “‘

Stops
Breakdown of lung tissue Breakdown of lung tissue




Alpha -1 Augmentation Therapies

Zemaira Prolastin-C Aralast NP GLASSIA
Purity >940/I*i I .I >00% NA NA
Viral
Reduction

Two steps:
tgent Solvent detergent and
tion nanofiltration

Dosing: .
mg/kg body ,
Infus
Infu3|on t|
Infusion
volume

o  osmmatonva ton v omo
Presentation Pee' off lab liquid- no | _
reconstituti on e

Color coded bott

Storage Room temperature Room temperature = Room temperature  Refrigerate
Store at 2-8° C or 36-
46° F







A Summary.

AAlpha One Antitrypsin Deficiency Is present in

AAugmentation therapy is available










