S

EBM

EZ7Z TN

2012.11.26
Presenter : R1 42 J55







G EEE-- (Clinical Scenario )

1760 Rz R B2 5 /N IPE AT G5
EZEESN ﬁr‘ ABEEARE M/ MR =R T
(2000/uL) » LKXHEEREA A RERAIE » HEHIE

(A —
afE (prednisolone ~ IVIG) jEEREIIR » 4%
15 6% quideline, fEzZsplenectomy - {HEEER

) 2 — e
2 © AR
5 WEZA UL E IS I RENE? ;







AWK

QN

= = : | I_-_-_

* Suggest

»

Treat newly diagnosed patients with platelet count
<30x10"9/L(2C)

Longer courses of steroid are preferred than short
courses of steroid or IVIG as first-line treatment
(2B)

IVIG combined with steroid if more rapid increase
in platelet count desired(2B)

IVIG or anti-D as first line if steroid
contraindicated(2C)

IVIG dose : 1g/Kg as one-time dose, repeated higher
doses if necessary (2B)
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* Recommend

* Splenectomy for patients failing steroid (1B)
* The only treatment for sustained remission off all

treatment at 1 year and beyond in a high
proportion of patients

* Deferred for at least 6 months after diagnosis

Blood. 2010;115(2):168-186.
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answerable question:

Patient/ Problem

Intervention
Plasma exchange (plasmapheresis)

Comparison prednisolone
Outcome Treatment response (platelet count)

Type of question: Therapy
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{Search Strategy  (Acquire)

> keyword:
Idiopathic thrombocytopenic purpura
Immune thrombocytopenic purpura
plasma exchange

» Data base:
Pub-Med, Medline
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Results Tools Options II

v Search Information

¥You searched:

*Purpura, Thrombocytopenic,
Idiopathic/ and *Plasma
Exchange/

- Search terms used:
plasma exchange
purpura,
thrombocytopenic,
idiopathic
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& results
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Plasma exchange in idiopathic thrombocytopenic purpura. [Review] [58 refs]
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[Journal Article. Review] UI: 2272199

Intensive plasma exchange therapy in ten patients with idiopathic thrombocytopenic

purpura.
Blanchette VS. Hogan VA. McCombie NE. Drouin J. Bormanis JD. Taylor R. Rock GA.

Transfusion. 24(5):388-94, 1984 Sep-Oct.
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» The Canadian Experience Using Plasma
Exchange for Immune Thrombocytopenic
Purpura

Transfusion. 24(5):388-94, 1984 Sep-Oct.
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Anclusion Criteria:

=>» 23 patients collected for 20 years:
v ITP of less than 6 months duration

v With no or only a partial response to
prednisone (minimum dosage 1 mg/kg/day)

v Be over 18 years of age
v Platelet count of <100 * 109/L

v NoO prior treatment with Immunosuppressive
agents other than prednisone.

14



Figure 1.
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DIAGNOSIS OF STEROID
RESISTANT ITP

INFORMED CONSENT

RANDOMIZATION

prednisone 1 mg/kg/day.

2

And prednisone, L GROUPI
mg/kg/day

PLASMA EXCHANGE 7
PE in 10 days
PLUS PREDNISONE

13 patients

OUTCOME
ANALYSIS

Outline of ITP study protocol.

Transfusion.

GROUP 2

PREDNISONE ONLY
Img/kg/day x 10 days

10 patients

OUTCOME
ANALYSIS

24(5):388-94, 1984 Sep-Oct.
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Table 1. Patient Outcome At End of Treatment*

Treatment Response Partial Failure Total
response

PE and 8 3 2 13

prednisone

Prednisone 4 0 6 10

only

Total 12 3 8 23

“Treatment period was 7 out of 10 days for PE and 10 days for prednisone.

(platelet count >100*1079/L on day 11)
(platelet count on day 11 >50*1079/L and
at least twice the platelet count before therapy started)

(p <0.05)
(p>0.05)
Transfusion. 24(5):388-94, 1984 Sep-Oct.
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Table 2. Patient Outcome At 6 Month Follow-up

Treatment

PE and prednisone
Prednisone only
Total

Response Partial response Failure

Transfusion. 24(5):388-94, 1984 Sep-Oct.
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What question did the systematic review
addressed (PICO) & = % * AR 48 7
O & (] %

[P]:A patient has Immune thrombocytopenic purpura
[I]: Treatment with Plasma exchange (plasmapheresis)
®[C]:Prednisolone treatment only

® [O]:Treatment response (platelet count)
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2@ - eligible for entry,

The patient should have below criteria

v'ITP of less than 6 months duration

v'With no or only a partial response to prednisone
(minimum dosage 1 mg/kg/day)

v'Be over 18 years of age

v'Platelet count of <100 * 109/L

v'No prior treatment with immunosuppressive
agents other than prednisone.




[] NE%E

=3 |/§‘ﬁ 0
g1 af [
| DM AGRLESES OF 51 EROID

Only randomization, - RESISTANTITP
not a double-blind l—‘

trial

INFORMED CONSENT ‘

RANDOMIZATION

GROUFP 1 [ GROLUP 2

PLASMA EXCHAMGE 7|
PE in 10 davs PREDMNISONE OMNLY
PLLUS PREDNISONE Img'kgday x 10 days

OUTCOME OUTOOME
ANALYSIS [ ANALYSIS




BE 28 % ?25/20% rule

Table 1. Patient Qutcome At End of Treatment*

Treatment Response Partial Failure
response

PE and 3
prednisone

Prednisone 0
only

Total 3

“Treatment period was 7 out of 10 days for PE and 10 days for prednisone.
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Monitoring was done daily during treatment
monthly for 4 months and finally at 6 months post entry.

Samples for this specialized testing were frozen and shipped
to the referral laboratories at 1 month intervals.
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¥i
Monitoring was done daily during treatment, and D11
monthly for 4 months and finally at 6 months post entry.
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Phases of ITP

* Newly-diagnosed ITP: within three months
of diagnosis

* Persistent ITP: 3 to 12 months from diagnosis.
Patients not reaching spontaneous remission or not

maintaining complete response off-therapy

* Chronic ITP: lasting for more than 12 months

Newh' X ' 12
I.Ii-l!:-l.ll-l:‘:.l:l.l Fl.ill — - I:-'I‘Ir l:llt”:-

= Rodeghiero F et al. Blood 2009;113:2386—2393
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Consensus Report Recommendations:
Overview of Management Options

Clinical situation Therapy option

First line (initial treatment for Anti-D
newly diagnosed ITP) Corticosteroids: dexamethasone, methylprednisolone, prednis{oljone

Intravenous immunoglobulin

Second line* Azathioprine Mycophenolate mofetil

Cydlosporin A Rituximab
Cydophosphamide

Splenectomy
Danazol

Thrombopoietin numetic agents

Vinca alkaloids

Dapsone

Treatment for refractory ITP Category A: treatment options with sufficient data
(patients failing first- and second-

line therapies)

Thrombopoietin-receptor agonists

Category B: treatment options with minimal data and considered to have
potential for considerable toxicity

Campath-1H
Combination of first- and second-line therapies
Combination chemotherapy

Hemopoietic stem cell transplantation

Rodeghiero Fetal.Blood2009;113:2386—2393 |
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* Recommend
* Check HCV and HIV (1B)

* Suggest

* Further investigation if abnormalities other
than thrombocytopenia (including IDA) in the
blood count or smear (2C)

* Bone marrow examination not necessary
irrespective of age with typical ITP(2C)

* Insufficient evidence to recommend routine
check anti-platelet Ab , APA, ANA, TPO levels

Blo0od.2011;117(16):4190-4207



* Recommend

* Splenectomy for patients failing steroid (1B)
* The only treatment for sustained remission off all

treatment at 1 year and beyond in a high
proportion of patients

* Deferred for at least 6 months after diagnosis
Blood. 2010;115(2):168-186.

* Against further treatment in asymptomatic

patients after splenectomy with platelet count
>30x1079/L (1C)
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* Suggest

»

Treat newly diagnosed patients with platelet count
<30x10"9/L(2C)

Longer courses of steroid are preferred than short
courses of steroid or IVIG as first-line treatment
(2B)

IVIG combined with steroid if more rapid increase
in platelet count desired(2B)

IVIG or anti-D as first line if steroid
contraindicated(2C)

IVIG dose : 1g/Kg as one-time dose, repeated higher
doses if necessary (2B)
H_."'j ﬂﬂﬂfﬂﬂﬂ?! _:.._,'.-._: LU (4] 745,
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lable 1. Univariate Analysis of Clinical and Laboratory Variables Associated
with the Outcome at Six Months among the 106 Patients with an Initial
Response.®
Sustained Response Relapse
Variable ate Mo within & Mo P Value
Age [y 46.7+18.2 45 8+18.5 (.80
e 3
Famale 13 40
Male 20 1 3
Pl &L count [ T
Pretreatment 11,60 3, 50011, 80 B3
Da G, 0016, 500 2 100+:23 400 0,34
Diay 10 132 600+41,900 84, 700=37 00C <0001
} Mg 185, 10073, 400 39, 10057 500 0.001]
_| 1 | | ] 1 | | "w." . | b f [} | ¥ i
§ nred additional treatmen
} 2! ad | oUX LI Y/ at b months

N Engl ] Med 2003;349(9):831-836.
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* Recommend
* Splenectomy for patients failing steroid (1B)

* The only treatment for sustained remission off all
treatment at 1 year and beyond in a high
proportion of patients

* Deferred for at least 6 months after diagnosis
Blood. 2010;115(2):168-186.

®* Against further treatment in asymptomatic

patients after splenectomy with platelet count
>30x1029 /L. (16)




