IMMUNE THROMBOCYTOPENIA (ITP)

DERSTANDING IMMUNE THROMBOCYTOPENIA (ITP)

ETIOLOGY AND DIAGNOSIS
Diagnosis is generally based on the patient’s history, physical examination, laboratory assessments (complete blood count), and peripheral blood film.
However, ITP remains a diagnosis of exclusion as no robust clinical or laboratory parameters are yet available to establish a diagnosis'-

Primary ITP Secondary ITP
80 0/ ) Defined as platelet counts < 100 x 10%/L Defined as occurring in association with
) 0 of p.atlentls are in the absence of other potential causes other underlying disorders such as
dlagnoseq with primary 'TP3 of thrombocytopenia* autoimmune diseases, chronic lymphocytic
vs 20% with secondary ITP (Normal platelet counts range from leukemia, and infections
150-450 x 10%/L.)° (eg, hepatitis C virus, HIV, Helicobacter pylori)'*
Signs and symptoms*® Phases of ITP based on time from diagnosis:?*
e Petechiae or purpura
e Fatigue bk . . *
e Persistent bleeding symptoms from cuts/other injuries peaividlaopossd Persistent
< 3 months 3-12 months

e Mucosal bleeding
e Frequent/heavy nose bleeds

* Hemorrhage from any site *Includes patients not meeting spontaneous remission or not maintaining complete response off therapy
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1.6-3.9
000 per 100,000 ‘ AGE 56 years ‘ ITP occurs more frequently in females
%w” person-years between the ages of 5-65 years old

among adults

MECHANISM OF DISEASE °

Epidemiology

Autoantibodies target specific antigens
expressed by megakaryocytes and
progenitors, resulting in decreased
maturation and reduced platelet
production'®

Loss of regulation (YRegulatory T,
T helper 2 cells) leads

to an unchecked immune response
and results in the production of Autoantibodies coat healthy
antiplatelet autoantibodies'®'™* 3 u% platelets, leading to their

destruction by macrophages'"'#1¢
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PATHWAY marrow'012 reducing platelet production' healthy platelets'

*Imbalanced milieu of cytokines including interferon gamma, interleukin (IL)-2, IL-17, and IL-18""141®

Immune System Dysregulation in ITP Inhibited Platelet Production Accelerated Platelet Destruction




IMMUNE THROMBOCYTOPENIA (ITP)

CLINICAL BURDEN OF DISEASE C

IMPACT OF ITP
Patients Whose Daily Living Was Impacted by ITP All the
MAJORITY OF ADULTS WILL Time or More Than Half the Time?®
1%-2% EXPERIENCE AT LEAST ONE B Energy levels (n = 1,505)
DEVELOP INTRACRANIAL SIGNIFICANT BLEEDING EVENT, [ Normal capacity to exercise (n = 1,505)

WITH A HIGHER RISK IN ELDERLY
PATIENTS (AGE > 60 YEARS)??

PATIENTS @ Working life or studies (n = 1,221)
Ability to concentrate on everyday tasks (n = 1,501)
WITH
Hobbies (n = 1,504)
INCREASED ITP Social life (n = 1,501)

HEMORRHAGE? 2!

Undertaking of daily tasks (n = 1,504)

ITP HAS AN IMPACT ON ’
?:’gl?ABA{gIIEYYDRIVEN A PATIENT LIVES SIMILAR TO Absence from work or education (n = 1,200)

HIGH RISK OF BLEEDING- o e
RELATED EVENTS)®

Ability to support people close to you (n = 1,503)
B sexlife (n=1,170)

GUIDELINE RECOMMENDATIONS FOR TREATING ITP °

2
ULt [y okl 53 FACTORS FOR ASSESSING TREATMENT
® Personalize to the patient and the phase of the disease o O Dleeen el
® Prevent severe bleeding episodes O e o GeTE
® Maintain a target platelet level > 20-30 x 10%/L o Qualityorlifsimplicatons
: 2ROl il ) ) ® Patient and provider preferences
Improve health-related quality of life (HRQOL) .

Risk factors for bleeding (eg, comorbidities, medications, and age)

2019 - Updates to recommendations for ITP treatment C

American Society of Hematology (ASH) recommendations’ International Consensus Report (ICR) recommendations?

Limit first-line steroid use < 6 weeks of steroid treatment is strongly preferred (includes taper) 6 weeks of steroid treatment (8 weeks maximum) when response is
achieved, even if platelet counts drop during taper
If no response by week 2, rapidly taper over 1 week

Defer splenectomy for > 1 year Splenectomy: Delay until > 1 year Splenectomy: Defer until > 1 to 2 years
Shared decision-making Incorporate patient voice and values into the decision-making process Incorporate a new focus on the patients’ perspective
Guidelines for assessing response and remission * @
Durable Response Early Response Initial Response

A platelet count > 30 x 10%L and at least a 2-fold increase in | A platelet count > 30 x 10%L and at least a 2-fold increase A platelet count > 30 x 10%L and at least a 2-fold increase

platelet count from baseline at 6 months in platelet count from baseline at 1 week in platelet count from baseline at 1 month
ASH Guidelines’ ICR Guidelines?
Platelet count > 100 x 10%L at 12 months after ITP diagnosis Platelet count > 30 x 10%L in the absence of any ITP-specific treatment

*ASH defines corticosteroid dependent as an ongoing need for continuous prednisone > 5 mg/day (or corticosteroid equivalent) or frequent courses of corticosteroids to maintain a platelet count > 30 x 10%L and/or to avoid bleeding’
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