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KAIVIKA nepinTwon

AoBevNnc 72 €Twv, NpooepxeTal ota TEM (7un) avapepovTac aigaTnpeC KEVWOEIC.
AVTIKEINEVIKA Ogv dlAnIOTWVOVTAl onueia aigoduvapikng aoTabelac.

A/A : ano 7unvou pn BaABidikn KOAMIKN pappapuyn und apixaban 5mgx2 p.o.,
npoopaTtn diayvwon Ca olyHOEId0UC TOU NAXEWG EVTEPOU.

EpyaoTnpiakog eAeyxocg :

Hb:9gr/dl, WBC:9.600/ul, Plts:320.000/ul

PT:12sec, INR:1, aPTT:90sec, Fib:407mg/dl, D-Dimers:1,8
Ne@pikn AsiToupyia k.. HnaTikn Bioxnueia €.¢.o.

ZnueiwvovTai :
- apvnTIKO aiuoppayiko (aTouiko K’ 0OIKOYEVEIAKO) I0TOPIKO,
- nponyouuevn Tiun Hb:13,5gr/dl,
- E0avaAnnrikog Agyxoc xpovou aPTT:88sec



Epwrnua 1°

H napdraon rou xpovou aPTT

a) OxeTIETal LIE QUENUEVA Enineda Tou apixaban oTo nidoua .

B) arioTeAEl EpyaoTnpiako KpITrnpIo yia Tnv dueon avaoTpopr ToU PaplLidKoy
O€ EVEPYI aluoppayia.

V) OTOIXEIOBETEI TNV EVOEIEN LETAYYIONC LIE FFPS.

0) kaBopilel TNV avaykn EMiNPOCBETWY EPYAOTNPIAKWY EEETATEWV.



2X0A1a yia 1o 1° EpwTnua OXETIKA LE TNV IAPATACr) TOU XPovou aPTT

a) dev £XOUV KAIVIKN XpnoINOTNTa ol Xpovol PT kal aPTT og Anwn apixaban.

B) Ta kPITAPIA XOPryNnonc NapayovTwy APecnc avacTpoPne TNG avTINnKTIKAG
dpaonc Twv doacs (direct oral anticoagulants) o€ evepyr aigoppayia ivai
KUPIWG KAIVIKA, OXeTI(OMEVA YE anelAnTIKa yia Tn {wn cuppauaTa.

y) dev oToIXel00eTEl (WG EPYAcTNPIAKO €UpNUA) TNV evOEIEn HETAYYIONC ME FFPs.

0) oc naparaon Tou aPTT anaiTeiTal nAvra NEPAITEP® dIEpelvnON.

ISTH congress 2018, Nat Rev Cardiol 2018
J Thromb Haemostasis 2017, Thrombosis Journal 2017



2014 : AoBevinc pe Ca NAXEWG EVTEPOU UMNO AVTINNKTIKA aywyn
£100YETAI OTO VOOOKOWEIO YIa algoppayia rnentikou cuoTAUAToc.

AIaKONTETAl TO AVTINNKTIKO (pAPUAKO Kdl unooTnpileTal
HME peTayyioelc ZE kal FFPs.

36 WPEG HETA :

napauevel aiyoduvapika otTabepog,

exel AaBel 2 povadec ZE kal 4 povadecg FFPs,
TIMN Hb:8,8gr/dl, Plts:e.¢p.0., aPTT:88sec,
MIKpN au&énon Tnc LDH opou,

EXEl anokA&gIoTEl N d1axuTn evdayyeiakn nnén.



Epatnua 2°

[Toia eivar n EVOESEIYIEVN GUEDN EVEPYEIA ?

a) aaroAoyikn EKTIUNON

B) oxe01a0LI0C Enelyouoac nsupariknc npaénc

y) ka1 Ta dUo rapanavw



O1 BepanovTeg 1aTpoi {nTnoav
EMNeiyouca aigaToAoyIikKn EKTIiHNON

AoBevNnC PE aigoppayia NeENTIKOU
Kal EUUEYEBN auTouara
aiuaTwuaTa ornv KoiAlakn xwpa
Ta onoia €ixav anodobei

O€ AIJOPPAYIKEC EKONAWOEIC
AOYW TNG ANYnNC Tou apixaban.

> AUECOC EpYaoTNPIAKOC EAEYXOC




Epawtnua 3°

O EpyaoTnpiIakoc EAEYXOC rou rpenel va oAokAnpwBsi ausoa sivai.

a) anti-Xa OpaocTikoTnTa

B) eAsyxoc yia avrinnktiko Aukou (LA)

v) enineda Tou napdyovra VIl kar Tou von Willebrand

0) mixing test kar dpacTikoTnTa Tou riapayovra VI (FVIII:C activity)

o) enineda Twv napayovriwv VI, IX, X1, X1/



Extended coagulation testing not availa ble

mthologial FT =» other coagulopa thy

Pralonged TCT == heparin, DT

At ¥a actraty detectable
== LWWH, hespaminoed s, fondapanniw, X inhibhor

<J-> Extended coagulation testing available

mixing studies (APTT)

Mo correction without LS suggestive of lupus
incubation anticoagulant

Mo comection after 2
hours incubation at
ET

comection
atany step

Factor VIl activity > 50 %
AHA excluded
Check for other factor
Rule out acquired VWS defidencies and - nhibitors:
WWF activity = 50 %
factor 1X, X1, X| activities

Chedk for lupus anticoag ulants

Test for ant-porcine factor Vil inhibitor
(to check baseline cross-reactivity and elicit
weather rpF\ill could be a treatment option )

01ayvmOTIKOG aAyopIOHOG NnapdaTaong Xpovou aPTT

[AHA : Acquired Hemophilia A ]
Drugs, 2018



M&£B0odo¢ TITAoNoinong Tou avaoTdATn — Bethesda assay
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Fig.3 Bethesdaassaynomogram. 1 BU/mLis defined as the amount of
inhibitor that inactivates 50% of FVIII:C activity. The nomogram should
be used for residual activities between 25 and 75%.

Semin Thromb Hemost, 2014



KAIvikR nepinTwon — AnoTeAéopaTa EAEyXoU TOU agOevouUg

aPTT aoBevouc : 90 sec Isolated prolonged aPTT
MIEN NAGopaTog Ye puUOIoAOYIKO (1:1) 66 seC | ccccca- ‘ ________ .
META aPTT mixing study :

gnwaon HiypaTtog 2 wpwv otoug 37°C 88 sec | 'mmmmmmmyTtmmmooS

= Consider pharmacological anticoagulants

LA (dRVVT) : apvnTIkO

—* (Consider lupus anticoagulant

FVII11:C activity = 1,2% FVIII:C activity

|

Bethesda assay

FVIII inhibitor = 18 BU/ml

Aiayvwon : EnikTnTn Aigoppo@ilia A



ENIKTHTH AIMOPPO®IAIA A : digoppayikn voooc, n aigooTtaTikn diatapaxn
OQEIAETAI 0€ AUTOAVTIOWHATA EVAVTI ASITOUPYIKWV EMNITONWV TOU NApAyovTda
nnénc VIII kal Tov adpavonoiouyv.

>uxvoTnTa : 1.5 ava ekaTouupio ava £Toc
Meon nAikia epgpaviong : 70 €Tn
>oBapec aigoppayies : 70% - 90%

MapovTa Kupiwe oAlyo/noAUKAWVIKA abs :
19gG4:95%, cuvOuopoi unoTunwv >46%

FVIII:C activity < 5 1U/dI* oTo 75%

Meon Tiun TiTAou avaoTaATn : 20 BU/ml*

* O1 TIUEC DEV €ival NPOYVWOTIKEC YIa TN
ooBapOTNTA TWV AILOPPAYIWV

Drugs 2018, Hematology 2017,
Semin Thromb Hemost 2014

Table 1 Conditions frequently assodated with acquired

hemophilia
Condition Estimated frequency
EACH2 UK surveillance
study (%) | study (%)**
Malignancy 12 15
Autoimmune 13 17
disorders
Postpartum period 8 2
Dermatological I 3
conditions
Infections 4 Not recorded
Drugs 3 Not recorded
Others 12 Not recorded

None (idiopathic AHA)

63

Abbreviation: AHA, acquired hemophilia A.




Table 1. Conditions assodated with AHA.

Disease

Cancers

AL rnirmLIne
diseases

Pregnancy
Drug-induced

Dematologic
diseases
Other diseases

Hematologic: chronic lymphocytic leukemia, multiple myeloma, Waldenstrom macroglobulinemia,
non-Hodgkin lymphoma, myelodysplasia, myelofibrosis, erythroleukemia.

Solid: lung, prostate, pancreas, colon, stomach, melanoma, breast, kidney, cervix, head, neck

Systemic lupus erythematosus, rheumatoid arthritis, temporal arteritis, ulcerative colitis, Sjgren’s syndrome,
Goodpasture syndrome, multiple sderosis, myasthenia gravis, autoimmune thyroid disorders,
autoimmune hemolytic anemia

Usually 1-4 months post-partum

Beta-lactam antibiotics, chloramphenicol, sulfa drugs, phenytoin, methyldopa, interferon-alpha,
depot thiokanthene, non-stemidal antinflammatory drugs, fludarabine, clopidogrel

Psoriasis, pemphigus

Acute hepatitis B and C, chronic obstructive pulmenary disease, asthma, monoclonal gammopathy
of uncertain significance




EnikTnTn Algoppo@iAia A — AipoppayikéG EKONA®WOEIG

Table 3 Bleeding phenotype of patients with acquired hemophilia A

Fhenotype Median (IQR) or (%)
Severity
Severne 703
Mon-severe 289
Mot reported 0.8
Location®
Skin 53.2
Deep muscle, retroperitoneal 30.2
Mucosa 313
Inints 49
Brain 1.1
Mo bleeding .6
Cause®
Spontaneous 774
Traumatic 24
Surgery 3.2
Peripartal 36
Other 2.7

Data are from the EACH2 registry, the largest collection of patients

with AHA [3]

“.. severity of bleeding
/s affected by

diagnostic delays,
Inadequate treatment and

bleeding complications during
/nvasive proceadures
for controlling hemorrhages.”

Drugs, 2018
Hematology, 2017



Apxec Oepaneiac Tn¢ EniktnTng Aiuoppopidiac A

> Aoorarikry BGsparieia  OfEwC  aioppayikou Ouppauaroc Kar  rnpoAnwn
ELIQAVIONC EMIMPOTBETWV aIIoOPPAayIKwV EKONAWOEWV.

> Tayela peiwon Tou TITAoU TOU avaoTalirny yia Tnv - auvénon 1ng
arnoTeAEoLIATIKOTNTAC TNG AILIOOTATIKIG BEParneiac.

> TEPUATIOLOC TNC UMOKEIUEVNC QUTOAVOOTC EEEpyaoiac .

> Eéarouikeuon tng xprionc twv BEpaneuTIKwy LUEOWV.

Drugs 2018, Am J Hematology 2017



Table 4 Hemostatic therapy for acquired hemophilia A

Bypassing agents Factor VIII concentrates
Recombinant human acti-  Activated prothrombin Human factor VIII concen- Recombinant porcine factor
vated factor VII complex concentrate trate (plasma-derived or VIII concentrale
recombinant)
Brand name Novoseven” FEIBA® Various Obizur®
Indication in AHA Independent of inhibitor  Independent of inhibitor ~ Low inhibitor titer (<5 BU/ Dependent on cross reactivity
titer titer mL) and good post-
infusion recovery
Initial dose 90 pg'kg every 2 h 70 U/kg every & h max. 70 Ulkgewery 8 h 50-200 Wkg: interval
200 U/kg/day dependent on recovery
Laboratory monitoring  Not possible Not possible Factor VIII activity Factor VIII activity
Therapeutic target Clinical response Clinical response Climical response; factor Clinical response; factor VIII
VIII trough level > 50% trough level > 50%
Advantages High efficacy High efficacy Laboratory monitoring Laboratory monitoring
No maximum dose possible possible
Antibody saturation lower
treatment costs
Disadvantages Short dosing intervals Maximum dose Low efficacy Possible cross reactivity:

High treatment costs

Risk of coagulopathy
High treatment costs

induction of anti-porcine
antibodies
High treatment costs




Oepaneia ekpiloNG TOU avaoTaATr CUCTNVETAI 0 OAOUC TOUG EVNAIKEC JE
EnikTnTn Aijoppo@iAia A.
KaBoploTikn kal n Bepansia Tou UNOKEIYEVOU VOOT)UATOC,

AvoookaTaoTaATikR Oepaneia

Corticosteroids alone Prednisone 1 mg/kg PO daily

(alternative dexamethasone 40

mg PO daily x 4-7 dﬁa

Corticosteroid and Corticosteroid same as above;

cyclophosphamide cyclophosphamide 1-2 mg/kg PO
daily (alternative ~5 mg/kg IV g 3-
4 ka

Corticosteroids and Corticosteroid same as above;

rituximab rituximab 375 mg/m? IV weekly x

4 (alternative 100 mg weekly 4}3

nARPNC UPeon : 60% - 80%

MECOC XpOVOC avTanokpiong :
5 gBdouadec (FVIII:C > 50 1U/dl)

Trasfusion and Apheresis Science, 2018
Am J Hematology, 2017

Rituximab is not recommended
as initial monotherapy unless

other IST is contraindicated



Oepaneia anopakpuvong f ekpifmonc Tou avaoTaATn oTnv EniktnTn
Aipoppo@iAia A’ — (ouvexeia)

Aoina BepaneuTika HEoa

v JE aneiAnTikeg yia n {wn aoppayiec - n\acpagaipeon f avooonpoopo@non o
oTNAeC + FVIII concentrates (NpoocwpIvO LEDO).

v 2€ aVBEKTIKEC NEPINTWOEIS  cyclosporine, vincristine, tarcolimus, azathioprine, sirolimus,
tacrolimus, mycophenolate mofetil, bortezomib, R-CVP :
(rituximab + cyclophosphamide + vincristine + prednisone).

v’ [lpwToKkoAAa npokAnong avoooavToxrc : noAs upnAég dOoeIC FVIIL concentrates +
avooonpoopoPenon + avoookataoTaATIka + ivigG
[CR : 90%, median time : 14 ds].

Transfusion Apheresis Scisnce 2018, Drugs 2018, Hematology 2017



Future ahead...

Q Emicizumab (Hemlibra):

OINAG €EEIDIKEVUPEVO avTioWUa, OTOXEUEI OTOUC NApayovTeC IXa kai X,
NPOKAAEi Taxeia evepyonoinon Tou X — WiheiTar TN dpacn Tou FVllla.
XopnyeiTal unodopiwc oTn CUYYEVN aldoppo@IAia A, HE 1 Xwpic avaoTaATn.

'Exel 000<i eKTOC KAIVIKWV HEAETWV KAl O€ €NIKTNTN aloppo@lAia A.

Q Ajoorarikol napdyovrec uro LEAETN.

Anti- Tissue Factror Pathway Inhibitor Therapy
[avTiowPaTa nou oToxeuouv Tov TFPI].

Fiturisan [avaoTéAel Tnv oUvBeon Tng avTiBpopBivnc].
MapayovTec avaoToAeic TNC Prot C kal Prot S [evioxUouv Tnv aipdoTaon].

Drugs, 2018



ENIKTHTH AIMOPPO®IAIA A — NnpOyv®won

Bavarnpopec aluoppayiec : 5%-10% [1981 - 20%, 2010 : 2,9%]
Yriorponieg : 10%-20%  Zuvolikr) BvnrotnTa : 15%- 42%

ErinTwoeic avoookaraoToArnc : eninAokec 30%, Bavaror 16%

Multivariate Cox Regression

Inhibitor > 20 BWmi (n=38) - I-.—Ii
FVIEC < 1 IWdl jn=39) { HB— i
IgA = 1:20 (n=37) { HB— E
sex (f=35, m=46) I—i-l—i
age > 74 years (n=42) I—I-—i—l
WHO > 2 (n=31) { HI— i
Autoimmunity (n=14) |—-E—|
Malignancy (n=8) - I—-—i—l
Pregnancy (n=5) |—.—i—|
0 1' 2 3
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HR with 95% Cl intervall

Multivariate Cox Regression

Inhibitor > 20 BWml (n=38) -
FVIILC < 1 1Wdl (n=39)
lgA =1:20 (n=3T) -

sex (=35 m=46) 1

il
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0 1 2 3 4 10 20 30

-
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Fig. 2 Prognostic factors of patients with acquired hemophilia A. Data from the GTH AH 01/20 10 Study [3, 9]. CF confidence interval, CR com-
plete remission, HR hazard ratio, fgA immunoglobulin A, @8 overall survival, WHO World Health Organization performance status
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Acquired haemophilia in cancer: A systematic and critical
literature review
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AuopeveaTEPN OUVOAIKG N Npoyvwon — (anoucia avTanokpiong oTa OepaneuTika
MECQ KE N XWpic TEAIKN €kBaon Tov BavaTo o€ avaloyia 28,1% Twv acbevwy).

KaAuTtepn nARpNG UPeon He eEAAEIYPN TwWV AQUTOAVTICWHATWY OE TAUTOXPOVN
anoTeAeopaTikn Oepaneia TNG UNOKEIeVNC kaonOeslac — nocooTo 88%.

H enavep@avion TOU avaoTaATr) anoTeAel «npodyyeAo» UMOTPOMNG  TOU
veonAaouaTikoU vooruaToc.

O TUNOC TOU Kapkivou, 0 TITAOG TOU avaoTaATr, ol Bepanciec nou xopnynénkav
yla TNV aipooTaon kal Tnv ekpiwon Tou avaoTaATn Oev ennpeacav onUavTika
TO KAIVIKO anOTEAECWUA OTIC NEPINTWOEIC MOU PEAETABNKAV.



O aocOevng pag ...

> AIgooTaTikn Ogpaneia : FEIBA (aPCC) 2.000 1U/12h
[d1apkela Oepaneiag 4,5 nuepec]
> AvoookaTtaoToAn : methylprednisolone 1mg/kg p.o.
cyclophosphamide 100mg/day p.o.
MapakoAouBnon pe peTpnon FVIII kal TiTAou avaoTaATth 2-1 ¢popeg eBdopada.

18 nuepec pera FVIIN:C 50% < diakorn TnC KUKAopwopauiong
evapén tapering Tn¢ koptilovng
Aev nnpe papuakeuTikn BpouBornpopuAaén yia Tnv KOAMIKN papuapuyn.

> 'Eva unva uera unoBAnBnke yia o Ca o€ OIyHOEIOEKTOMLN.

Monitoring : aPTT kar enineda FVIII ava unva yia 6 Unvec,
oTn oUuvexela ava 2-3 UNVEC yia 6 UNVec, ava 6unvo yia Tov 2° xpovo.

NMANpNG UPpeon (oToIXeia napakoAouBNONC 2 ETWV)



Ag0BevNnG U Ca NAXEWG EVTEPOU, L€ EVEPYI AlIHopPAyia NENTIKOU LaKpav
avTINNKTIKAG aywyng Kal Jovrpn naparacn Tou Xpovou aPTT.

Epomnua 2 Epmua 3

0 epyaoTnprakoc EAeyyoc mou npens va odoxkAnpwlel dueoa sivar:
loia eival r evOEDEIYpEVT] dUEOT) EVEPYEID ?
a) anti-Xa dpacTikomTa

a) aarodoyikn exTiunon
B) éheyyoc yia avrinnkmikd Avkou (LA)

B oyediaoudc enslyovoag engupbaniknie noaéng
v) enineda row napayevra VIIT karrou von Willebrand

y) kair ta duo napandva

0) mixing test kar dpaomikornra napayovra VIIT (FVITL:C)

o7) enineda Twv napayovrwy VIIL X XT XIT



Epawtnua 4o

H anavrnor pyac¢ napauever n i0ia ora epwtrnuara 2 kar 3 ?

a) NAI

B) OXT
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