THE OLD AND THE NEW OF
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Geography

Area; 329748 sq. km. (127 315 sqg. mi); slightly larger than New Mexico.

Cities: Capitar-Kuala Lumpur, Other cities-FPenang, lpoh, Malacca, Johor Baru, Shah Alam, Klang, Kuching,
Kota Kinabalu, Kota Baru, Kuala Terengganu, Miri, Petaling Jaya.

Terrain: Coastal plains and interior, jungle-covered mountains. The South China Sea separates peninsular

Malaysia from East Malaysia on Bornen.
Climate: Tropical.



The Harrington-Hollingsworth Experiment

HHHHH

Harrington et al.

Demonstration of a
thrombocytopenic factor in the
blood of patients with
thrombocytopenic purpura.

J Clin Lab Med 1951:38:1-10.
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The Problem, (dependent on
definition and population)
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Schoonen et al. BJH. 2009:; 145: 235-244



[ Acute symptomatic Chronic asymptomatic ]

thrombocytopenia thrombocytopenia
Steroids ‘ _
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Therapeutic goal

1. Prevent life-
threatening bleeding

2. Avoid bleeding-related
symptoms

Absolute count
required is unknown

N/



The Bleeding Risk and Natural History of Idiopathic
Thrombocytopenic Purpura in Patients With
Persistent Low Platelet Counts
Cohen et al. Arch Intern Med. 2000;160:1630-1638.

A Meta analysis 17 trials

A A serious illness in patients with
refractory PLT counts <30x107/I

A Predicted 5 year mortality range 2.2% to
47.8%

A Fatality rate and serious bleeding
Incidence increases with age



Age (years)

Risk of fatal bleed

per year
<40 0.4%
40-60 1.2%
>60 13%




Long term follow-up of immune thrombocytopenic

purpura in 310 patients Vianelli et al.
Haematologica. 2001,;86:504-5009.

Table 1. Patients characteristics.

No. of patients 310

Females 202 (65%)

Males 108 (35%)

Male/female ratio 0.53

Age at diagnosis (years); median (range) 40 (8-87)

(67 patients with age >60 years)

Patients No. % medianage range  median plts* range
asymptomatic 148 48 395 8-86 425 1138
minor bleeding 137 44 43.0 6-87 200 1147
major bleeding 25 8 29.0 9-23 100 247

Follow-up (months), median (range)
2 patients with follow-up < 12 months
153 patients with follow-up >120 months
15 patients were lost to follow-up

121 (7-434)

*platelet count (x10%/1)

A Treatment only given if
PLT < 30 x 109/

A 1 death and 8 patients
with serious
haemorrhage (3%)

A Median PLT count 10
x109/I

ANot such
data, suggesting it is
safe to on

nt

I
| owO <cou S

nal

ar



Definition of Refractory ITP by an
International Working Party

ARefractoryo thrombi
persistent & severe (<20 x 10°/l)

1. With a continuing requirement for
therapy to increase PLT count and

2. Fallure to respond to splenectomy, if
attempted

Blood, Mar 2009; 113: 2386 - 2393.



What does the literature inform
us about the fate of patients
with PLT 20 - 50 x 10°/I1?

A It is rare to die with PLT > 20 x109/I

A But what is the risk over an entire
lifespan?

A How do we best manage acute &
unexpected falls in PLT count,

counselling life style choices, decisions
on anticoagulation etc?



Diagnosis of
ITP

\

Failure to respond to 1st line
therapies: glucocorticoids, IVIG, IV
Anti-D
Investigations for Drugs:
alternative/exacerbating causes Heparin
of thrombocytopenia L
Quinidine
+ Valproic acid

Therapeutic options for persistent

thrombocytopenia requiring
treatment

Oestrogen

v

Conventional therapies

Immunosuppressive
therapy (azathioprine,
mycophenalate mofetil,
vinca alkaloids,
cyclosporin A, dapsone)

Chronic low=-dose Cytotoxic chemotherapy
corticosteriods (cyclophosphamide)

Splenectomy /
accessory
splenectomy

Repeated IVIG or
IV anti-D
infusions

Infections:

Hepatitis C
HIV

H pylori
CMV

Immuno-=-

logical

disorders:

SLE

Evans
Syndrome

ALPS
CVID

Emerging

therapies
Multi=agent
therapy*

TPO-receptor
agonists

Other alternative
diagnoses to
consider

Inherited
thrombocytopenias
e.g. MYH9-RD

MDS
CLL
PNH
TTP

Psaila et al. BJH 2008, 143: 16-26.



Advertori al f o

Professor Gregory Cheng from Chinese
University in Hong Kong Is speaking this
evening about

Meeting the challenges in the
management of ITP



OThe thrombocyt

A Cluster of IgG auto antibodies

A Directed to platelet-specific receptors such
as CD41la (GPllIb/llla) and CD42b (GPlIb)
& other platelet antigens

A Antibodies arise from clonal B cells arising
from specific antigenic stimulus

A Sensitized platelets rapidly cleared by the
monocyte-macrophage cell system



Approaches to the Treatment of ITP

Corticosteroids, ®
intravenous immune globulin, Splenectomy
Rhg(D) immune globulin,

danazol, vinca alkaloids
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Platelet
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Antibody %
against CD20,
intravenous
immune
globulin (?)

Bone marrow

B cell

Antibody
against CD154

" Azathioprine, Thrombopoietin,

cyclophosphamide, thrombopoietic agents,

cyclosporine, corticosteroids, corticosteroids
danazol, mycophenolate

mofetil




Approaches to treating ITP

Several drugs used in the treatment of ITP impair the clearance of autoantibody-coated platelets by Fc{gammay}
receptors expressed on tissue macrophages. Splenectomy works partly by this mechanism but may also impair
the interactions between T cells and B cells that are involved in the synthesis of antibody in some patients (1).

Corticosteroids may also increase platelet production by impairing the ability of macrophages within the bone
marrow to destroy platelets, and thrombopoietin and thrombopoietic agents stimulate megakaryocyte progenitors

().

Many non-specific immunosuppressive agents, such as azathioprine and cyclosporine, act at the level of the T cell

3).

A monoclonal antibody against CD154 that is under clinical investigation targets a co stimulatory molecule needed
for the optimization of T-cell-macrophage and T-cell-B-cell interactions involved in antibody production (4).

Intravenous immune globulin may contain antiidiotypic antibodies that decrease autoantibody production. A
monoclonal antibody that recognizes CD20 expressed on B cells causes their depletion (5).

Plasmapheresis transiently removes autoantibody from the plasma (6)
Platelet transfusions may be required (7)

Adapted from Cines and Blanchette.2
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An evolving story of germs,

antibodies and peptides

1. 6ger mso

A H.pylori
A CMmV

2. 0anti bodi eso
A antiCD20 moAb rituximab
A anti CD154 (CD40 ligand)

3. 0 p e pt-ithbmm@oietin analogues



Regression or autoimmune
thrombocytopenia after eradication of
Helicobacter pylori
Gasbarrini et. al. Lancet 1998; 352:878
18 pts with ITP (PLT
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when PLT < 100 x 109/ Monfhs

Platelet count in patients with autoimmune thrombocytopenia
Data are mean (SD). *p<0-05 compared with initial count.




Effects of eradication of
Helicobacter pylori infection In
patients with immune
thrombocytopenic purpura: a
systematic review

Stasi et al, Blood 2009. 113(6),
1231-40.



1555 patients, 25 studies



