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OpopufoTtrevia

« 1/3 of all Hematology Consults in a General Hospital
are for thrombocytopenia

* 510 10% of all hospital patients are thrombocytopenic
In the ICU the number increases to 35%

« Thrombocytopenic patients in the hospital suffer a
twofold greater mortality rate than those who are not



KivnTIKN AdIMOTTETAAIWY

Duoioloyikdc apiBudc AMIT
— 150 to 450 K
Alapkela wnc AMIT 9 - 10 nuEPEC

1/3 Twv AMI1 KaTakpatwvTal TNV CTTANVIKA
KUKAOQoOpIia

[MNapaywyn amo MeyakapuokKUTTapd



Figure 1. Platelets can be seen as individual structures
forming on the periphery of this megakaryocyte
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Maslak, P. ASH Image Bank 2004;2004:101228



Figure 1. Clusters or chains of platelets are shed from the
megakaryocyte and carried off into the bloodstream

Maslak, P. ASH Image Bank 2005;2005:101324



Thrombopoietin (TPO)

PO 0 puUBNIOTAC TNC TTAPAYWYNC

PO yovidlo 0ToO Xpwuoowua 3

PO ek@padeTal oTo NTTAP, VEQPPA KAl AEid JUIKA
KUTTapPO

Huiogia (wn oto TTAdoua 30 wpeg

YTrodoxeacg yia TPO €ival o c-MPL o o1roiog
ekppadleral otnv migaveia AMIT kai
UEYOAKAPUOKUTTAPWYV

TPO Kupaivetal avTioTpopwc avaloya ue pala AMI
KOl JEYAKOPUOKUTTAPWV




Tagivopnon OpoupoTtreviag ue Baon Tov
aIOPPAYIKO KivOUVO

— < 20 K aucnuEvVog Kivouvog aioppayiog

— 20K to 50 K uIKpOC KivOuvOog auTOpaTNG
aloppayiac aAAG aucnuEvVog KivOuvog o€
XEIPOUPYIKN ETTEURAON

— 50K to 100K kavevag Kivouvog, ouvnBwc duvaTov
Va YiVEl OTTOIAONTIOTE ETTEURAON ME MIKPO KivOUVO



OpoufoTrevia - NaboguoioAoyia

 MeiwpéEvn TTapaywyn

* AUEnNMEVN KATAOTPO®PN
KaTtakpaTtnon — eYyKAWRIOUOG
WYeudobpopuBotrevia



Tagivopnon 6poufoTreviag

e Decrease Production * Increase Destruction
— Marrow Damage — Non Immune
« Aplasia * DIC
* Drugs * TTP
» Malignancy « HELLP
— Congenital Defects — Immune
— Ineffective Production * ITP
* B12, Folic Acid Def  HIT

 SLE, AIDS



YeudoOpouBoTtrevia

Weudwg xapnAég Tipngg AMI Adyw in vitro couykOAAnong
2UvNOWG TTPOKAAEITAI ATTO AVTICWHATA TTOU CUYKOAAOUV
AMI1 povo etTi TrTapouciag XnAikou tTrapayovrta (EDTA)
MNaparnpeital TO0O0 £1Ti UYIWV AAAA KOl o€ OIAPOPES
ao0Eveleg
Ailayvwon:

= 2nMAavTIKES OlaKupaAvoelg o€ TIMEG AMIT xwpig TTpopavi
Aoyo
2oapn OpoufoTrevia XWPEIG AINOPPAYIKEG EKONAWOEIG
= 2uykKoAAnoeig AMI1 oTo etTiXpioua
= "AIMOTTETAAIOKOG OOPUPOPICHOG
Tipég AMI di1agépouv avaloya PE TO €i00G TOU
QVTITTNKTIKOU



WYeudoOpouBotrevia

Platelet clumping in EDTA No clumping in heparin



WYeudoOpouBotrevia

Platelet “satellitism”

Blood 2012;119:4100



Meiwpévn TTapaywyn

MuegAIk} aveTTapKeIa (XOPAKTNPICETAI ATTO TTAVKUTTAPOTTEVIAQ)
* [S10TTaOAG ATTAAOTIKN avalpdia, TOSIKOTNTA ATTO
XNMEIOOEPpATTEIA, TOSIVES
B-12, @UAIKOU OVETTAPKEIO
Etri edagpoug Aoipwéng (ouvnOwg 10yevig)
MueAoduoTTAQOTIKO ZUVOPOMO
Pdappaka Tou dpouv TOCIKA €TTi TNG TTapaywyns AMI
= AAKOOA
= OioTpOYOVA
* Oc1alideg
= |nterferon
ANEYOKOAPUOKUTTOPIKA BpouBoTTevia
= pugAoduoTrAaoia
= autodvoon? (OXETICOMEVN ME ATTAACTIKA availdia)
KukAIkr) OpopufoTtrevia
Oikoyevg BpoupoTrevia



Oikoyevnc BpoupoTrevia

Congenital aplastic anemia/Fanconi's anemia
Congenital amegakaryocytic thrombocytopenia
Thrombocytopenia with absent radius syndrome (recessive)
Bernard-Soulier syndrome (recessive, giant platelets,
defective function, GPIb defect)

May-Hegglin anomaly and related disorders (dominant,
leukocyte inclusions, giant platelets, MYH-9 mutation)
Other autosomal dominant syndromes (platelets may be
normal or giant)

Wiskott-Aldrich syndrome (X-linked, immunodeficiency,
eczema)



[10T€ UTTOTITEUEDQI OIKOYEVH VOOO?

« Persistence of neonatal thrombocytopenia or
onset of bleeding symptoms in childhood

* Family history of thrombocytopenia or
mucocutaneous bleeding

 Platelet count unresponsive to typical
treatments for ITP



May-Hegqglin anomaly

PMN inclusions

Giant platelets
(macrothrombocytopenia)



Bernard-Soulier Wiskott-Aldrich
syndrome syndrome

Macrothrombocyte Microthrombocytes

Drachman, Blood 2004:103:390



OpopufoTtTevia oTnV KUNON

 KaAonong Bpouforrevia KUNCEWGS
* 506 TOU OUVOAOU TWYV TEAEIONNVWYV KUNCEWV
= ATTOTEAEI TO /5% TWV TTEPITTTWOEWV
BpouBoTrreviag oTn KUNON
* ACUMTTTWHMATIKE, ATTIA, OTO 3° TPINNVO
 MikpoayyelotraOnrtikn (Preeclampsia/eclampsia,
HELLP, TTP/HUS)
 Autodvoon OpouBOTTEVIKN TTOPPUPA



AunuEVN KaTaoTpo®n

Avoong aiTioAoyiag

AlaxuTtn evooayyeiokn TTASN

2UvOpoua OpOUBWTIKAG MIKPOAYYEIOTTAOEING
2NYn (Damage by bacterial enzymes, etc)



Avoong aiTioAoyiag

* Autodavoon (ITP)
* Maudikn pop@n (cuvnOwcg oeia)
= EviAikol (cuvnBwcg Xpovia TTopeia)
* QAPMAKEUTIKNA
= Hmrapivn
= Quinine, others
* O@PeIAOPEV OE KUKAOQOPOUVTO
OVOOOCUMTTAEYMOTA (AOIMWEEIG, KATT)
 AAAodavoon
» MeTa-PJETAYYICIOKA TTOPPUPA
= NeoyviKn TTOp@QUPA



MeTa-HETAYYICIAKN TTOP@QUPO

EmravékOeon oe AMIT avTiyovo pnECW HETAYYIONG

— 2uvROwg OAa Ta TTEPICTATIKA AVA@PEPOVTAI OE TTOAUTOKEG YUVAIKEG

— HPA-l1a ( apopd 10 98% TOU TTANBUCHOU)
Avtiowparta EévavTti HPA-1a rpokaAouv KataoTpo®n Twv HPA-1a-
apvnTiIKwv AMI1 aoBevoug e AyvwoTo HNXaviouo
2uvnOwg aipvidia eppavion BapuTtarng Bpoupotreviag (<10K) 5-7
NUEPEG META TNV HETAYYION

— Consider this diagnosis whenever there is sudden, severe, unexplained

drop in platelet count in hospitalized patient

Aldyvwon: £1i KAIVIKAG utTowiag avalATnon anti HPA-1a
OGAAOCQVTICWHATWY CTOV OPO aCOEVOUG

O¢partreia: 1VIG, amo@uyn xopRynong HPA-1a-6stikwv AMI
(emdeivwon BpopupoTtreviag); Xopraynon pévo TTAUHHEVWY EpUBpWV
(wash RBC to remove passenger platelets)



OpouBoTtrevia og €0a@POG AOINWENGS

Immune complex-mediated platelet destruction
= Childhood ITP
= Bacterial sepsis
= Hepatitis C, other viral infections
Activation of coagulation cascade
= Sepsis with DIC
Vascular/endothelial cell damage
= Viral hemorrhagic fevers
= Rocky Mountain Spotted Fever
Damage to platelet membrane components by bacterial
enzymes (eg, S pneumoniae sialidase)
Decreased platelet production
= Viral infections (EBV, measles)
Mixed production defect/immune consumption
= HIV infection



DapUAKEUTIKAG aITIOAoyiag BpouBoTtrevia

 Tutrou Quinine:

Drug binds to platelet membrane

Antibody binds to drug

Exposed Fc portion targets platelet for destruction
Thrombocytopenia typically severe, with bleeding

 TOtrou Heparin:

Heparin-platelet factor 4 complex forms on platelet surface
Antibody binds to complex

Fc portion of antibody binds to platelet/monocyte Fc receptor
Platelet and monocyte activation triggered
Thrombocytopenia typically mild to moderate

Associated with thrombosis in many patients



Evoxotroloupgeva @apuaKa

Number of reports
Definite Probable

Drug (brand name) evidence evidence
% Abciximab (ReoPro) 8 7
* Acetaminophen (Tylenol, Panadol, and others) 3 4

Carbamezapine (Tegretol) 0 10

Chlerpropamide (Diabinese) 0 5

Cimetidine (Tagamet) i 5

Danazel (Danocrineg) 3 4

Diclofenac (Cataflam and Voltaren) 2 3

Eializumab (Raptiva) 4] 6

Eptifibatide (Integriling 2 7

Gold (Ridaura, Solganal, and others) o] 11

Hydrochlorothiazide

{Aquazide-H, Esidrix, and others) o] 5

Interferon-c. (Roferon-A and Intron A) i 6

Methyldopa (Aldomet) 3 3

Malidixic Acid (NegGram) i 5
* Quinidine (Quinaglute, Cardioquin, and others) 26 32
+ Quinine (Quinamm, Quindan, and others) 14 10

Ranitidine (Zantac)

Ritampin (Rifadin, Rimactane)

Tirofiban (Aggrestat) 2
* Trimethoprim/sulfamethoxazole

{Bactrim, Septra, and others) 3 12
* Vancomyein (Vancoled) 3 4

*Data from www.ouhsc.edwplatelets. Drugs were selected for this
table because they had 5 or more published reports of individual
patient data or group data with definite or probable evidence for a

causal relation to thrombocytopenia. Hem at0|0gy 2009, 153



Autodvoon BpouBoTtrevikn TTop@UpPa (I TP)

* Maidik popen (most < 10 yrs old)
= 2uvNOWG HETA aT1rd 10YEVR AOipwEN N EMBOAIOOUO
= MeyaAUTepn mTiTTTWON POIVOTTWPO, XEIMWVA
* ~50% aTTaITOUV BEPATTEVUTIKN) AVTIMETWITION
= 275% v@ievTal o€ 6 NRVEG
* Mop®n evnAikwyv
= Agv TTponyeiTal 1I0yevig Aoipwén
= Xpovia HOPpPN ME CUXVEC AUTOMOTES UPECEIC KOI ECAPOEIG
= O&eia auToliwPEVN pOoPYR MOVO o€ 5%



idiopathic thrombocytopenic purpur:

Childhood (acute) ITP

Chronig ITP (autoimmune)

Adult (chronic) ITP



ITP

EmidnuioAoyia (evnAIKECQ)

EmimroAacpuog: 1-10/100,000
2UXVOTEPN OE YUVAIKEG

Méon nAikia epgpaviong (30 — 50)

40% a1rOTEAOUV OEUTEPOTTAOEIC HOPPEG



AgutepoTtTaOne ITP

SLE

Antiphospholipid syndrome

CLL

Large granular lymphocyte syndrome
Autoimmune hemolytic anemia (Evans syndrome)
Common variable immune deficiency
Autoimmune lymphoproliferative disorder (ALPS)
Autoimmune thyroid disease

Sarcoidosis

Carcinomas

Lymphoma

H pylori infection

Following stem cell or organ transplantation
Following vaccination



ITP IS A RELATIVELY BENIGN DISEASE
A PROSPECTIVE STUDY OF ITP IN 245 ADULTS
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Brit J Haematol 2003:122:966

Overall incidence 1.6/100,000/yr
Median age 56, F:M 1.2:1

12% presented with bleeding, 28%
asymptomatic

18% needed no treatment
Only 12% needed splenectomy

63% in remission (plts > 100K) at end of
followup period (6-78 mo, median 60)

87% had at least partial remission (plts
>30K) and freedom from symptoms

1.6% died from complications of
disease or its treatment



ITP

lNaBoyéveon

ITP plasma induces thrombocytopenia in normal subjects
Platelet-reactive autoantibodies present in most cases
= Often specific for a platelet membrane glycoprotein
Antibody coated platelets cleared by tissue macrophages
= Most destruction in spleen (extravascular)
Most subjects have compensatory increase in platelet
production
Impaired production in some (many?) patients
* |[ntramedullary destruction?
= Enhanced TPO clearance?



[MaBoyéveia ITP

* Increased platelet destruction caused by antiplatelet
antibodies

 Lack of compensatory response by megakaryocytes
due to suppressive effect of antiplatelet antibodies

 Pathogenesis was proved by Harrington when he

Infused himself with plasma from a women with
ITP



Eyxuon tTTAdoparog amro aclevn pe ITP o€
UYIEG ATOHO

RESPONSES TO DIFFERENT DOSES OF ONE ITP PLASMA
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TP

KAIviKa yapakrnpioTiKa Kail o1ayvwon

[MeTEXEIEG, EKXUHWOEIG, aIjoppayia o€ BAEVVOYOVOUG
Meiovog BapuTnTag aipoppayia / evOOKPAVIOG alpoppayia
omavia eEkdnAwon

OvnTéTnNTa 0OPEIAOUEVN O€ alpoppayia < 5%

ATTOUCIO CUCTNHATIKWY CUUTTTWHATWY KAl GTTANVOMEYOAIag
"evikn aipatog, Bioxnuika (LDH), KATT @uoioAoyiKAa
Screening TAENG PUOCIOAOYIKO

ATTOUCIO OXICTOKUTTAPWY OTO TTEPIPEPIKO Aipa

MueAiko etrixpiopa, OMB: @uoioAoyikd i augnuEva
MEYOKOPUOKUTTAPO (OEV Eival TTAVTOTE ATTAPAITNTN EEETAON)
ATTOoKAgIo0NOG deuTepoTTaBWY aiTiwv (HIV, etc)



Figure 1. Peripheral smear showing microangiopathic hemolytic features with numerous RBC
fragments (helmet cells/schistocytes)

American Society of
Hematology
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Lazarchick, J. ASH Image Bank 2001;2001:100174




Figure 2. Peripheral smear showing RBC fragmentation consistent with a microangiopathic
hemolytic process

American Society of
Hematology
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Lazarchick, J. ASH Image Bank 2001;2001:100174



ITP

AlayvwoTIKNn EpyaorTnpiakn EETaon
« Serum antiplatelet antibody assay (poor sensitivity)

« Test for specific anti-platelet glycoprotein
antibodies (more specific, negative in 10-30%)

Confirmatory testing not necessary in typical cases




ITP — Mai1dikn popen

AVTINETWTTION

AMI > 20-30 K, xwpic aiyoppayIKES EKONAWOEIC. Kapia BepaTreia
= 30-70% auTtopaTtn upeon o€ 3 EBOOUNADES
AMI < 10K, or < 20K pe cofBapn aipoppayikn ekdnAwon?: 1IVig f
KOPTIKOOTEPOEION
= prednisone, 1-2 mg/kg/day
* single dose IVIg 0.8-1g/kg as effective as repeated dosing
2TTANVEKTOUN MOVO O€ XPOVIEG (> 12 mMO) R avOEKTIKEG HOPWPES UE
oOoBAPEC AINOPPAYIKES EKONAWOEIG
MNMpiv orAnvekTOonn oTTWodNTTOTE EMROAIOOMOI: pneumococcal,
H. influenzae and meningococcal vaccines



TP

Ocparreia evnAikwv aclsvwv

Evoeigelg:
=AM < 20-30K
=2 0Bapn aigoppayIK EKORNAWON?
O¢epaTtreia 1S ypappNG:
*KopTIKOOTEPOEION
*|VIG

2UvNOwg OV ATTAITEITAI VOOOKOMEIOKN TTEPIOOAYN
OepaTtreia 2" ypaAMMNAG:

= 2TTANVEKTOMN

* TPO-aywvIOTEG

= Rituximab?



TP

Osparreia ue KOPTIKOOTEPOEION

Mnxaviouog 0pAaong. MEIWOoN KATACTPOPNGS (VAo TOAN
OpACNG HOKPOPAYWYV), HEIWOT TTAPAYWYNS
QUTOAVTICWHATOG

Prednisone, 1-2 mg/kg/day (single daily dose)

21adlakn peiwon (slow taper) yera 2-4 eBOouadeg (eav o
a00EVHG AVTATTOKPIVETAI)

AvTOoxNn OTO KOPTIKOEION €AV KAMIO ATTAVTNON META 3-4
eBOouadeg Bepartreiag

2/3 Twv acBevwyv avtatrokpivovTal (plts > 50K) oe 1
gBoopada

2XeO0V TO OUVOAO TWV acBevwy UTTOTPOTTIA(OUV META TNV
OIAKOTII) TWV OTEPOEIOWV



Prednisone attenuates the effect of ITP
plasma infusion on platelet count

EFFECT OF CORTICOSTEROIDS ON RESPONSE TO ITP PLASMA
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ITP
2TTAnveKTOUN

Y@Eoeig peyaAng diapkeiag o€ 2/3 Twv aocBevwv

H avramokpion ep@aving o€ 7-10 nUEPEG META OTTANVEKTOMI
OvnToTNTA OPEIAOMEVN OTNV OTTANVEKTOMN < 1%

20BapEC AIMOPPAYIKES ETTITTAOKEG OTO XEIpOoupyEio otravieg (1%)
AQTTAPOOCKOTTIKA TEXVIKN TTPOTIHATAI

[MAgovekTAuaTa: YWnAn moOavoTnTa avramokpiong, iaong?
MeiovekTipaTta: XeIpoupyikog Kivduvog (ouvnOwg oe
NAIKIWPEVOUG NE ouvodd TTpofARpaTa uyeiag); Kivduvog onyng
MeETA orAnvekToun (fatality rate 1/1500 patient-yrs); AugnMévog
KivOuvog KapOIoayyEIOKWY CUMBAMATWY (TTVEUHMOVIKI UTTEPTOON)
Evdeign: AoTtoxia oTepoEIdWYV ) UTTOTPOTTH | avayKn Xopnynong
MEYAAWY OOCEWV



Splenectomy attenuates the effect of ITP
plasma infusion on platelet count

RESPONSES TO DIFFERENT DOSES OF ONE ITP PLASMA

NORMAL SUBJECT ASPLENIC SUBJECT
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AQTTAPOCKOTTIKA) OTTANVEKTOMN
A Systematic Review

 66% complete response rate (2632 patients)
 No preoperative characteristic consistently
predicted response

Type of Mortality Complication

procedure rate
Open 1% 12.9%
Laparoscopic 0.2% 9.6%

Blood 2004;104:2623



ITP

Intravenous immunoglobulin therapy

 MOavoi unxaviouoi dpaong:
* Meiwon kataotTpo@rng AMI1 by Fc receptor blockade
= AuénuEVOG KATABOAIOHNOG QUTOAVTIOWHATOG
* Meiwon TTapaywyns auToavTiIOWHATOG
« Aoon: 0.4 g/kg/d x 5 days (alternative: 1 g/kg/d x 2 days)
* 75% avtatrokpion, ouviOwg o& HEPIKES NUEPEG MEXP! 1 EBOONGOa
* >75% auTWV TTOU aVTATTOKPIONKav utroTpoTTialouv o€ 1 uRva pETA
Xxopnynon

[MAgOVEKTAMATA: TAXEIO ATTAVTNON, MIKPR TOSIKOTNTA

MeloveKTApATA: UWPNAS KOOTOG, MIKPK OIAPKEIO AVTATTOKPIONG, UYNAN
meavoeTNTA UTTOTPOTTAG

Evocieic. Zofapn aigoppayikn ekdONAwon?; lNpiv orAnveKTOun
AAAO Xelpoupyeio, OTav OTEPOEION AVTEVOEIKVUVTAI 1) ETTI AOTOXIOG




TP

OePATTEUTIKES ETTIAOYEC YIA AVOEKTIKN) VOOO ) UTTOTPOTTN)

> Rituximab
» Thrombopoiesis-stimuating druqgs

Kapia OepaTtreia (platelets > 10-20K, no major bleeding
or bleeding risk)

KopTtikooTepoi1dn (low-dose, or pulse high dose)

l.V. Ig (frequent RX, very expensive) o
ETikoupik6 o1rAnvidio
Vinca alkaloids

Danazol

Eradication of H. pylori, if present

Romiplostim (Nplate)
Eltrombopag (Promacta)

Accessory spleen



The efficacy and safety of B-cell depletion with anti-CD20
monoclonal antibody in adults with chronic immune
thrombocytopenic purpura

Nichola Cooper,' Roberto Stasi,” Susanna
Cunningham-Rundles,' Michael

A. Feuerstein,' John P. Leonard,' Sergio
Amadori” and James B. Bussel'

« Background: Most patients treated for ITP with corticosteroids relapse
when steroids are withdrawn. Many patients can be cured by
splenectomy, but some are not. Treatments for relapsed and chronic ITP
and adults have variable efficacy.

« Subjects: 57 adults with chronic ITP, with platelet counts <30K. All had at
least 2 prior ITP treatments and 31 had been splenectomized.

« Intervention: Rituximab, 375 mg/m2 weekly x 4 doses

 Qutcome: Overall 54% response rate (32% with plts >150K, 22% with plts
50-150K). 89% of complete responders remained in remission a median of
72.5 weeks after treatment. Toxicity was minimal.

« Conclusion: Rituximab is a promising treatment for chronic/refractory ITP

British Journal of Haematology 2004; 125: 232-239



Outcomes 5 years after response to rituximab therapy In
children and adults with immune thrombocytopenia

Vivek L. Patel, Matthieu Mahévas, Soo Y. Lee, Roberto Stasi, Susanna Cunningham-Rundles, Bertrand Godeau, Julie Kanter,
Ellis Neufeld, Tillmann Taube, Ugo Ramenghi, Shalini Shenoy, Mary J. Ward, Nino Mihatov, Vinay L. Patel, Philippe Bierling,
Martin Lesser, Nichola Cooper, and James B. Bussel

« 26% of children and 21% of adults with ITP who had an
Intial response (CR or PR) to rituximab remained In
remission without further treatment after 5 years

 No major toxicity observed
« Children did not relapse after 2 years, but adults did

Blood 2012;119:5989



ROMIPLOSTIM FOR CHRONIC ITP

Patients: 125 patients with chronic ITP (about half had been
splenectomized)

Intervention: Random assignment to treatment with romiplostim
(AMG 531) or placebo

Endpoint: Durable platelet response (platelets at least 50K
during at least 6 of last 8 wks of treatment)

Outcome: 16/42 splenectomized patients had durable response
with romiplostim, vs 0/21 with placebo. 25/41 non-
splenectomized pts had durable response with romiplostim vs
1/21 with placebo. 20/23 pts on romiplostim stopped or reduced
concurrent treatment for ITP, vs 6/16 on placebo.

No significant toxicity from romiplostim

Figure 1. Structure of AMG 531.
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Figure 3: Median platelet count at every weekly study visit for splenectomised (A) and non-splenectomised (B) patients

Data includes all patients, even those who received rescue drugs. Error bars indicate the range from the first to third quartiles. Dashed line indicates platelet

count of GO=10%L.

Lancet 2008;371:395




Responses to oral eltrombopag in ITP
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Etreiyouvuoca Ogpartreia - ITP

Platelet transfusion + high dose steroids
Platelet transfusion + continuous IVIG
rVila (risk of thrombosis)
Antifibrinolytics

Emergent splenectomy



ITP AND H PYLORI

Up to 50% of patients with ITP and concomitant H pylori

Infection improve after eradication of infection

Confirm infection via breath test, stool antigen test or

endoscopy

Higher response rates In:

- Patients from countries with high background rates of
Infection

« Patients with less severe thrombocytopenia



ITP IN PREGNANCY

Mild cases indistinguishable from gestational thrombocytopenia
Rule out eclampsia, HIV etc

Indications for treatment

= platelets < 10K

= platelets < 30K in 2nd/3rd trimester, or with bleeding
Treatment of choice is IVIg

= corticosteroids may cause gestational diabetes, fetal toxicity
Splenectomy for severe, refractory disease

= some increased risk of preterm labor; technically difficult in

3rd trimester

Potential for neonatal thrombocytopenia (approx 15% incidence)

= consider fetal blood sampling in selected cases

= consider Cesarian delivery if fetal platelets < 20K



Heparin Induced Thrombocytopenia

* Described in 1958 by Rodger Weismann and Richard
Tobin after extracting platelet fibrin thrombi that
formed after 1 to 2 week course of heparin

* HIT is the presence of a multimolecular complex
petween platelet factor 4, and heparin

« HIT Is associated with thrombosis despite profound
thrombocytopenia
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Clinical Features of HIT

Timing

— Onset between days 5 and 10 after heparin initiation

— Rapid onset if previously exposed to heparin
Thrombocytopenia nadir between 15 K to 150 K

>50% develop a new thrombosis both venous and arterial
Absence of petechia



Diagnosis of HIT

Clinical Suspicion (ie greater then 50% drop in platelets in the
setting of heparin use)

Laboratory Studies
— Platelet Activation Studies (Complicated and physiologic)

— PF4/Polyanion Studies (Less time consuming but not
necessarily physiologic)

Even without evidence of thrombosis patient should get lower
extremity dopplers



Treatment of HIT

Removal of all Heparin products

Begin direct thrombin inhibitor (DTI)
(Argatroban or Refludan)

Treat with DTI until platelet count normalizes
then may begin anticoaguation with coumadin

Fondaparinux (Arixtra) is a reasonable agent to
use for DVT prophylaxis in patient with history
of HIT



Practical Aspects for the management of

thrombocytopenia
« What is an adequate platelet count for procedures?

— Routine Dentistry >10K

— Dental Extraction >30K

— Regional Dental Block >30K

— Minor Surgery >50K

— Major Surgery>80K

— Epidural is okay at platelet count 50K for patient with ITP

« The target platelet count for a bleeding patient is generally
>40K

* Prophylactic platelet transfusions for platelets < 10K



