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The largest unmet need in patients with ITP..
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HRQoL and Fatigue in ITP on the rise??

268 hits on ”ITP” AND “Health related quality of life”
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Additional 57 hits on “ITP” AND "Fatigue”
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Abstract

Introduction: Despite publication of standardization recommendations by the im-
mune thrombocytopenia (ITP) International Working Group (IWG) in 2009, there re-
mains inconsistent outcomes definitions across ITP studies. To understand current
practices and inform future standardization efforts, we characterized how outcomes
have been measured following publication of IWG recommendations.

Methods: PubMed/MEDLINE-indexed manuscripts published from January 2010
through December 2019 describing platelet, bleeding, and/or health-related quality
of life (HRQoL) outcome measures in adult and pediatric ITP were comprehensively
reviewed. This project was endorsed by the Platelet Inmunology SSC of the ISTH.
Results: The PubMed/MEDLINE search revealed 1562 manuscripts; following review,
168 met inclusion criteria. Platelet response outcomes were reported in 141 stud-
ies, of which 57% did not use IWG definitions (using 21 distinct alternative platelet
response schemes). Most randomized trials did not use IWG definitions, instead fa-
voring platelet 250 x 10%/L to define response. Platelet 2100 x 10%/L sustained for
26 months in the absence of therapy was the most common ITP remission defini-
tion. Bleeding outcomes were reported systematically in 41% of studies, which used
21 distinct reporting schemes. A plurality of adult studies used the World Health
Organization Bleeding Scale and a plurality of pediatric studies used the Buchanan
and Adix Score. HRQoL outcomes were reported in few studies (9%), which used a
total of eight different HRQoL instruments.

Conclusions: Despite prior attempts to standardize ITP outcome evaluation, wide
variability in platelet, bleeding, and HRQoL outcomes remain. Most ITP studies did
not systematically evaluate bleeding or HRQoL outcomes. Further standardization of
outcome measurement in both pediatric and adult ITP is greatly needed.

KEYWORDS
bleeding, health-related quality of life, immune thrombocytopenia, platelet count,
standardization
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erminology is changing

ITP Is .....

..an autoimmune platelet disorder
....with bleeding, fatigue, and
reduced health-related quality of
life ..

Al-Samkari et al., JTH 2021; 19: 2348-54
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HRQoL outcomes in -

ITP Studies 2010-19 ITP guidelines

’ SYStematiC review Of ASH 2019 Int. consensus German
outcomes in 168 ITP report 2019 guidelines 2023
10 14

StUd ieS HRQol mentions
« 84% platelet response a‘;cctlff deneiteelie - * H
* 40% bleeding Focus on HRQoLin  + o+ ++
+ 9% HRQoOL treatment and
outcomes
Discuss different - + -

HRQoL measures

Al-Samkari et al., ] Thromb Hemostas 2021; 19: 2348-54, Neunert C et al. Blood Adv 2019; 3: 3829-66, Provan D et al. Blood Adv 2019; 3: 3780-3817
Matzdorff A et al. Oncol Res Treat 2023; 46: 5-44
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ITP — World Impact Survey (I-WISh)

Demographics

* Mean age: 47 yrs

* Women: 65%

* Median duration of ITP: 5 yrs (IQR: 2-12)

e Splenectomized: 20%

1507 pts from 13 countries

Recruitment -
» Patient association groups (57%)

Symptoms and HRQoL assessed at -

 Diagnosis (retrospectively) High or very high symptom burden

* Diagnosis: 48%

e Survey completion

* Duration of ITP: 5 yrs (IQR: 2-12), 90 « Survey: 39%
80— . . 80— ]
Diagnosis Survey completlon
70 / 70
Petechiac# #Bruising 60
60 Fatigue & /
50— 50 # Fatigue
*M hagi -
40+ Epistaxis ¢ .Pfrolonged bleediﬂg/ erommega 40 Anxiety around unstable
paaxse - of gums #Anxiet d unstable platelet count . i
30— Hematoma¢ ¢ Prolonged bletding nxiely around unstable piatelet count 30— BF,fU'fIHQOd’;etZFh'ae Increased * platglet count
from cuts . ro orcm)?gumse eding headaches/migréfine
20 Dizziness 4 I’ ODeprﬁssmn hes/miarai 20 Prolonged” & . . # Depression
Blood in urine/stool ¢ ncreased headaches/migraine 104 ﬂl.:)lﬁqedlr}g EpistaxiSDlZZIness Menorrhagia
107 Extra bleeding during surgery &y 1, o 1hosis 00 “Hematoma #Extra bleeding during surgery
0 0 Blood in urine/stool ] : oThrom[bosis :
| T T |
20 40 60 80 100 20 40 60 80 100
Patients reporting sign/symptom as severe* (%) Patients reporting sign/symptom as severe™* (%)

Cooper N et al. Am J Hematol 2021;96:188-98 & 199-207




QoL in ITP compared to other persons

* Five cross-sectional studies
« >3000 ITP patients
« Comparison groups either in study or population surveys

* QoL tools
« SF-36
« Fear-of-bleeding / bother-by-treatment questions
» Fatigue score
« ITP-PAQ
« Others

» All studies showed reduced HRQoL compared to general population
or healthy controls

Zhou et al. Eur ] Haematol 2007; 78: 518-23, McMillan et al. Am J Hematol 2008; 83: 150-4, Snyder et al. Curr Med Res Opin 2008; 24: 2767-76,
Sarpatwari et al. Br ] Haematol 2010; 151: 189-91, Newton et al. Eur J Haematol 2011; 86: 420-9, Brown et al. BMC Blood Dis 2012; 12: 2-8
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ITP and HRQol. compared to patients with other chronic conditions

—&— Healthy
—9- US General Population
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SF-36 domains and component summary scales




Neuropsychological burden in ITP

LUNA 2 study (Phase 1/2) Kuter D et al. BJH 2024;205:291-99
49 pts neuropsychology assessment at baseline

Normalized to general population - z-score

< 1 considered clinical relevant

« The magnitude / types of cognitive changes reflects those seen in
« Moderate — severe depression

« Chronic fatigue syndrome
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Major determinants of reduced HRQoL in ITP

- Fatigue

» Bleeding symptoms R [ Teament .| Emotonal heat

- Fear, anxiety, depression

 Bother of disease and |
treatment effects on health oo qualty of

» Side effects of treatment
« Absences from work |
« Reproductive health

Mathias SD et al. Health Qual Life Outcomes 2008;6:13
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Platelet count and QoL in ITP

Platelet count (x 10%/L)

<10 3049 5099 100-149 =150
ITP-PAQ: (n=25) (n=109) (n=210) (n=139) (n=444)
Symptoms 45.2 64.7 68.0 738 718.7
Fatigue 49.5 56.2 58.9 62.1 70.6
Bother 48.7 65.9 75.6 79.3 83.1
Activity 56.0 67.0 739 78.7 81.0
Psychological 59.6 70.1 73.8 79.9 80.5
Fear 73.0 80.9 81.4 84.3 85.5
Overall quality of life 47.7 55.6 56.4 58.7 57.9

Social activity 63.5 78.0 79.7 82.9 83.5

Work 77.3 81.4 87.2 86.0 88.1

Women’s reproductive  47.4 60.1 68.2 66.7 71.9
health

Menstrual symptoms 46.9 60.8 63.6 62.6 71.2
Fertility 58.3 63.8 714 67.9 72.2

PAQ; Patient Assessment Questionnaire




How doctors and ITP patients rate steroid side effects

Moon face

) Patient
* [ Hematologist

*p<0.05 hematologist vs patient

Insomnia

Irritability

Anxiety

Fatigue
Yressnon Pain
Acne / Hot Flushes
H

air loss
/ isi Dizziness

'k

WETGETD

Imitability _

Tiredness

Body pain

Hot flushes h

Visual

Moon face
Muscle =
weakness
problems
Blood
glucose
High bloo
pressure

Depression

83. 175- 82




Burden of fatique in ITP

bjhE

Fatigue in immune thrombocytopenia

Quentin A. Hill' and Adrian C. Newland"

"Department of Haematology, St James's Uriversity Hospital, Leeds, and “Department of Haematology, The Royal London Hospital

London, UK

Summary

Fatigue i an important aspect of heatth-related quality of life
from the patient perspective and can have significant socio-
economic consequences. It is a comman feature of chronic
illnesses and a significant number of both adults and children
with immune thrombocytopenia (ITP) suffer from fatigue.
Reliable, validated fatigne scales have been developed for use
in ITP. These will facilitate future investigation of its patho-
genesis and the effectiveness of intervention. Acute inflam-
mation acts on neurl and endocrine systems resubing in
‘sickness behaviour', an adaptive response to infection and
injury. Inflammation s abo thought to cause ftigue in
chronic disease and immune dysregulation in ITP appears to
have a number of pro-inflammatory components. Clinicians
should consider fatigne when assessing the burden of disease.
Although effective TTP-directed therapy can imprave fatigue,
a number of fatigue-directed strtegies may abo need to be
considered

Keywords: immune thrombocytopenia, fatigue, inflamma-
tion, aetiology, quality of life

Immune thrombocytopenia (ITP) is an acquired immune-
mediated disorder asociated with a reduced platelet count
and may present with bruising and bleeding. Primary (idio-
pathic) ITP s mre, with an incidence of approximately 4-6
per 100 000 per year (Gernsheimer, 2008; Schoonen ef d,
2009). Bleeding risk rises as the platelet count falls and for
patients with a platelet count <30 » 10%, risk of fatal haem-
orrhage (usually intracranial) has been estimated at 0-D16—
0-039 cases per patient-year, although factors such as age also
affect risk (Cohen etal, 2000). However, many have only
mine mucosal bleeding or a tendency to bruise easily, one
quarter are asymptomatic at presentation and those with
mild disease do not usually require teatment. ITP is not

Comespandence: Professor Adrian C. Newknd, Deparment of
Haermatology, Barts and the London School of Medicine and
Dentistry, Royal Lendon Hospical, Whitechapel, London E1 188,
UK.

E-maik a.cnewhnd@gmulacek

@ 2015 John Wiley & Sors Ltd
British Journal of Haemstalogy, 2015, 170, 141-149

purely a bleeding disorder and, paradaxically, an increased
rate of venous thrombosis has been observed (Severinsen
etal, 2011). Patient-reported outcomes help quantify the
impact of a disease and its treatments on well being. daily
life and physical, psychalogical and social functioning (Math-
ias er al, 2008). These are typically assessed with a health-
related quality of life (HRQoL) questionmire and HRQoL
has been shown to be significantly reduced in patients with
ITP compared to controls (McMillan er al, X08; Soyder
er al, 2008). In one study, HRQoL was similar to patients
with diabetes mellitus and worse than those with other
chronic diseases including hypertension, arthritis and cancer
(MeMillan er al, 2008)

Fatigue i one of the mest commen and distressing symp-
toms for patients with a chronic disease. It & a frequent
symptom of autoimmune disorders and affects 80-93% of
patients with rheumatoid arthritis (Huyser ef af, 1998), 50—
929 with systemic lupus erythematosis (SLE) (Schmeding &
Schneider, 2013) and 68% with primary biliary cirrhosis
(Cauch-Dudek et al, 1998). The negative impact of fatigue
on task completion makes it an imponant public health
issue, and in the United States, workers with fatigue cost
employers $1364 billion annually in lost productive time
(Ricci et al, 2007). Patients with ITP slio complain of fatigue
and many feel that they have less energy when the platelet
count is low (Cines & Bussel, 2005; Newton e al, 2011). We
aim to teview the evidence that ITP results in fatigue, the
reasons why fatigne could develop and future prospects for
research and clinical practice

How do you define and measure fatigue?

Historically, studies of physical illness have rarely addressed
fatigue, possibly because it & a subjective complaint that is
difficult to define and measure This lack of a dear and
widely accepted definition is illustrated by cancer-related fati-
gue, for which 24 different definitions have been pur forward
by experts (Barsevick et al, 2010). Fatigue would be typically
defined az extreme and persistert tiredness, weakness or
exhanstion — mentsl, physical or both (Dittmer er al, 2004).
This is usually experienced in the absence of any excessive
expenditure of energy as a cause and is often sssociated with
decreased finctioning, eg. difficulty completing tasks.

First puiblished onfine 30 March 2015
doiz 10.1111/4jh. 13385

h Consortium on ITP Meeting

Frequent (22-39%

Among the worst scoring QoL
domains (as in other diseases)

Leads to frequent work / schoo
abscences

Generally no or only modest
improvements with available
therapies

« Causes are probably complex

Hill and Newland. BJH 2015;170:141-49
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Anemia and iron Underlying disease (2ry ITP) Premorbid factors
deficiency and comorbid medical disorders e Lack of activity

¢ Psychological symptoms
e Cytokine gene polymorphisms
ITP*
IFN-y
fo ]) G TNF-a

>\ Peripheral CNS neuroendocrine
¥ inflammation disturbance
Platelets .ﬂ

Social factors
e Work/carer
Drug therapies v responsibilities

* Steroids » Sleep disturbance e Social support
» Immunosuppression

Cognitive/behavioral
v ¢ |liness beliefs

. . s Perceived stress
Bruising and activity e Mood

restrictions |

Hill and Newland. BJH 2015;170:141-49




HOSPITAL REGISTERED
MENTAL HEALTH
CONDITIONS IN ITP - Cls

Mannering N et al. Haematologica, 2024; 109(1): 2944-54
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HOSPITAL REGISTERED
MENTAL HEALTH
CONDITIONS IN ITP -
HRSs

Mannering N et al. Haematologica, 2024; 109(1): 2944-54
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PSYCHOTROPHIC DRUG
USAGE IN RELATION ITP
DIAGNOSIS

—eo— |TP
—— Comparators

Mannering N et al. Haematologica, 2024; 109(1): 2944-54
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Goals of ITP management

« Stop bleeding

* Prevent new (serious) bleeding
* Reduce symptoms
 Individualize

- Optimize Health-Related Quality of Life (HRQolL)

« What are the options for the latter?
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Optimizing HRQOL

* First do no harm

« Use a tolerable treatment that works

« Shared decision making

« Manage complications and comorbidity
« Gain new evidence
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First do no harm

M) Check for upd

CLINICAL GUIDELINES € blood advances

‘Given the potential impact on mental
e eonpaopena, e o health, the treating physician should
ey o] ot Tet? St A oSG . o i o o con 0’ uct an assessment o f /7 éeda / 3 /7 = / ate

Barbara Pruitt,® Hayley Shimanek,'® and Sara K. Vesely”

"Division of Pediatric Hematology, Oncology, and Stem Gell Transplantation, Columbia University Irving Medical Genter, New York, NY; “Department of Biostatistics and

I " " "
Epidemiology, Hudson College of Public Health, University of OKiahoma Health Sciences Center, Okiahoma City, OK; *Divsion of Hematology and Thromboembolism,
Department of Medicine, and *McMaster Gentre for Transfusion Research, McMaster University, Toronto, ON, Canada; “Division of Hematology-Oncology, University of Texas
Southwestern Medical Center, Dallas, TX; “Department of Pathology and Laboratory Medicine, Perelman School of Medicine, University of Pennsylvania, Philadelphia, PA;
“Centre for Haematology, Department of Medicine, Hammersmith Hospital, Imperial College London, London, United Kingdom; ®Department of Medicine, Perelman School of

Medicine, University of Pcnnsy\vama Philadelphia, PA; *Section of Hematology-Oncology, Department of Pediatrics, College of Medicine, Baylor University, Houston, TX;
*°Danar 's Cancer and Blood Disorders Center, Department of Pediatric, Harvard Medical School, Boston, MA; ' University Children’s Hospital Basel,

Basel, Switzerland; "Depanmsm of Hematology, Massachusetts General Hospital, Harvard Medical School, Boston, MA; **Division of Hematology and Thromboembolism,
Department of Medicine, McMaster University, Toronto, ON, Canada; “Department of Hematology and Medical Oncology, Taussig Gancer Institute, Cleveland Clinic,
Cleveland, OH; "*Coral Gables, FL; and '®Ames, IA
Background: Despite an increase in the number of therapies available to treat patients with immune

thrombocytopenia (ITP), there are minimal data from randomized trials to assist physicians with the
management of patients.

Objective: These evidence-based guidelines of the American Society of Hematology (ASH) are
intended to support patients, clinicians, and other health care professionals in their decisions about the
management of ITP.

Methods: In 2015, ASH formed a muttidisciplinary guideline panel that included 8 adult clinical
experts, 5 pediatic clinical experts, 2 methodologists with expertise in ITP, and 2 patient represen-

tatives. The panel was balanced to minimize potential bias from conflicts of interest. The panel reviewed

the ASH 2011 guideline recommendations and prioritized questions. The panel used the Grading of [ ) O W a O l I
D and Evaluation (GRADE) approach, including evidence-

to-decision frameworks, to appraise evidence (up to My 201 7) and formulate recommendations.

Results: The panel agreed on 21 of TP in adlts and children with
newiy diagnosed, persistent, and chronic disease refractory to first-ine therapy who have non-lfe-threatening

=
bleeding. included: 3 v anti-D [ ) ?
rituximab, and receptor agonists. .

Conclusions: There was a lack of evidence to support strong recommendations for various
In general, strate that avoided side effects were favored.

- - - -
A'large focus was placed on shared decision-making, especially with regard to second-ine therapy. )
Future research should apply standard g regimens, report p: ported [ ] ‘ I V I re S rl ‘ I O I l s

and include .
yofr

— - Monitoring?

These guidelines are based on updated and original systematic reviews of evidence conducted under
the direction of the University of Oklahoma Health Sciences Center (OUHSC). The guideline panel
followed best practice for guideline development recommended by the Institute of Medicine and
the Guidelines International Network (GIN)." The panel used the Grading of Recommendations

‘Submitted 13 September 2019; accepted 21 October 2019. DOI 10.1182/ © 2019 by The American Society of Hematology
HinnAaruannas 9010ANNORR
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Tolerable treatments that works
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ITrompnopag vsS placebo — RA udy

'HRQoL changes from after 26 weeks - n=197

0 SF-36 MID in ITP ~ 5-8 points

Placebo

. Eltrombopag

*p-value < 0.05

Mean change from baseline

6.5+
4.7+
42*
) 2.1 «
11 ;
0.7
-0.1
0.5 -0.

Physical Physical Bodily General Vitality Social Emotional Mental Physical Mental
function role pain health function role health component component
summary summary

-3.3

SF-36v2 FACT-Th6

Cheng G et al. Lancet 2011; 377: 393-402.




Romiplostim vs placebo
HRQoL changes after 24 weeks — n=125

40- Splenectomised patients Il Romiplostim Placebo
q) *
§ 30— X
o 207 * I ‘ *
c 107
© T - -
5 07 T |'_T_ﬁ| T T
§ —107
= _20_Symptoms Bother Fatigue Activity Fear Psychol- Work Social Women Menstrual Fertility Overall
-30 ogical activity Reprod- symptoms QoL
uctive
. . health
Non-splenectomised patients
o 407
o 307
? 207
o 107
2 0
g —10]
—20 "]
§ —307]Symptoms Bother Fatigue Activity Fear Psychol- Social Women strual Fertility Overall GeorgeJ et al.
S —gg' ogical  Work activity Reprod- symptoms QoL Br J Haematol
=00~ uctive
health 2008; 144.
*P <0.05

<
Z European Research Consortium on ITP Meeting

INNOVATIONS IN IMMUNE THROMBOCYTOPENIA




Romiplostim vs SOC _
HRQoL changes after 52 weeks — non-splenectomized

20 O SOC _ 25 O SOC-R
7 W Romiplostim O SOC Non-R
o 18- = MID Estimate o | B Romiplostim-R
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N o
D 14 @
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c
~ o B o ; . . [ |
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% 4 9 5
) 7 ;
S 2 -10 4
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Symptoms Fatigue Bother Activity Psych. Fear Overall Social Women’s Work -15 4 . . o . . .
QoL QOL Reproductive QOL Symptoms Fatigue Bother* Activity Psychological Fear Overall Soaaﬁl Women§ Worl:
QoL QOL* Reproductive QOL
Health Health

Kuter DJ et al. Am J Hematol 2012; 87(5): 558-61
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Gaining new evidence - are we
targeting the right population?
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Screening

Week 1-6

Week 8 -13

uonezjwopuey

Methylphenidate

Methylphenidate

Placebo
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Placebo
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Conclusions

« Burden of reduced HRQoL in adults with ITP is considerable
« Mental health in general is affected too
« Causes are complex

« Lack of prospective / longitudinal data from routine care /
unselected populations

« Optimal management strategies to prevent or treat reduced
HRQoL and its consequences are unknown
« ITP directed therapy?
» Psycho-social support?
« E-tools?

‘Venice November 18-19,2024 '
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