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ATIAQLOTLKN Voo

IAVLIOL VOOOC OVAKEL OTNV EVPUTEPN
OLKOYEVELQ TWV CUVOPOUWY HUEALKAC
QVETIAPKELOC TIOU XopakTtnpiletal

* Anouocia mpoSpoUwV OLUOTIOLNTIKWY
KUTTAPWYV OTOV LUEAO TWV OOTWV

* [lavkuttapormevia oto aipa

Attlohoyia
* 18lomaBng 65%
* KAnpovouwkn ( avatpia Fanconi,
ouyyevn¢ duokepatwon)

Entintwon 0,6 -6,1 mMepUTTWOELG ava
EKATOUUUPLO MANBUGoHOU

Mrmopei va epdaviotel og onoladAmote
nAkia. 2uvnOwc¢ epdaviletal otnv mMaLdLKA
NALKla i) ota 20-25 €1

Table 1: Etiology of Aplastic Anemia

Category specific Agents (examples, not all-inclusive)

Autoimmune Antibody-induced, eosinophilic fascutis, GVHD, SLE

Chemicals Benzene (organic solvent), lindane (insecticide), inorganic arsenicals,
pentachlorophenol (wood preservative), toluene (glue)

Drugs (dose- | Alkylating  agents (carboplatin), antibiotics  (chloramphenicol,

dependent) sulfonamides), antimetabolites (methotrexate). ticlopidine

Drugs Antiepileptics (carbamazepine, hydantoins), anti-thvroid (methimazole,

(1diosyncratic) propylthiouracil), chloramphenicol, gold salts, NSAIDs (indomethacin,
phenvlbutazone), organic arsenicals (arsenic trioxide), penicillamine

Hereditary Amegakaryocytic thrombocytopenia, Dwyskeratosis congenital, Fancomi
anermia. Shwachman-Diamond-Oski svndrome, telomerase defecis

Idiopathic Acquired stem cell defects

Infections Sepsis, Viral (CMV, EBV, seronegative hepatitis, HHV-6, HIV, VZV)

Miscellaneous Anorexia nervosa/starvation, hypopituitarism, PNH, pregnancy, thymoma

Fadiation Accident (Chemobvl, 5-Mile Island), therapy (whole bodv irradiation)

CMV: cytomegalovirus, EBV: Epstein-Barr virus, GVHD: graft versus host disease, HHV-6:
human herpesvirus 6, HIV: human immunodeficiency virus, NSAIDs: non steroidal anti-
inflammatory dmgs, PHN: Paroxysmal nocturnal hemoglobinuria, SLE: systemic lupus
erythematosus, VZV: varicella zoster virus
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AvTikaTdoTaon QUOIOAOYIKOU PJUEAOU PE AITTOG —> UTTOTTAQOTIKOG MUEAOG KOl TTAVKUTTOPOTTIEVIA OTO TTEPIPEPIKO Aipal.




MeTaAAa&eLC oTNV AMAOOTLKN
avaLlplo

e A. MetaAAdéelc tou mBava dnAwvouv “Sladuyn” amno
TO AVOOOTIONTIKO cvotnua (PIG-A, 6pLOH- functional
loss of HLA and somatic HLA mutations, BCOR/BCORL1
mutations)

e B. MetaAAdéelc mou oxetilovtal pe MAZ/OMA (ASXL1,
BCOR/BCORL1, TP53, RUNX1, TET2,

e [. MetaAAaéelc oe yovidila age-related clonal
hematopoiesis (TET2, DNMT3A, ASXL1,...)

* A. STAT3 somatic mutations: cuvdeon pe LGL clones
* E. GATA-2 mutations



MeTaAAa€elc oTNV ATTAQOTIKA OVOLULA-EEPOUE TL
onuaivouv.....?Avamavinta EpWINMaTa...

*TL KAVEL TOUG KAWVOUG OTNV OITAQLOTLKI) QVOLULOL
otaBepoug Kal ylati Evw umapxouv oL acbeveig autol
Sev eteAlooovtal o MAZ/OMA

* WG AUTEG Ol CWHATIKEG LETOAAAEELG OXETICOVTOAL UE
v naBoducloloyio tnc AA?

*[lwg To 0VOCOMOLNTLKO cUOTNUA CUMPBAAAEL OTN
Snuoupyia TOowv SLPOPETLKWYV KAWVWV?

* MNTwg ot KAWVOL-UETOANAEELG AUTEG TTPOUTLE pxav Kot
TO EVEPYOTIOLNHEVO AVOOOTIOLNTIKO CUOTNHA
UTTOPEL VO TIG KATAOTPEPEL —> TTAEOVEKTN LA
enIBlwonc og oxeon He AAANEC LETOAAAEELC????

* MBava karoleg petaragelg va kavouv ta HSCs o
gvaAwta otn § acr] TOU OlVOOOTIOLNTIKOU
OUOTHHOTOC??"



KANPOVOLOUEVEC LETOANOEELC KoL AA

Table 1. Constitutional Marrow Failure Syndromes in Adults.*

Syndrome

SAA in childhood; MAA,
macrocytic anemia,
thrombocytopenia
in adulthood

SAA in childhood: rare
presentation as bone
marrow failure, MDS,
AML in adulthood

SAA, MDS, AML

Telomere diseases

Fanconi anemia

GATAZ2 deficiency

CTLA4 deficiency AA with low 1gG

Hematologic Presentation

Clinical Features

Early hair graying, pulmonary
fibrosis, hepatic cirrhosis

Short stature, café-au-lait
spots, skeletal and uro-
genital anomalies

Persistent and unusual infec-
tion (e.g., warts)

Intestinal disease, adenopathy,

infection, autoimmunity

Genetic Features Pathophysiological Features

DKC1, TERT, TERC,
RTEL1, other rare
mutations

Deficient telomere repair
(telomerase enzyme complex),
inadequate telomere protection
(shelterin proteins)

17 FANC genes  Deficient repair of interstrand DNA

cross-links
GATA2 Unknown
CTLA4 Immune de-repression

Neal S Young, NEJM October 25th 2018




KUTTOPOYEVETLKEC AVWHLAALEC OTNV ATIAQOTIKN
avaLlpio
* Me tIc veecg TeXVIKEC ~ 20% Twv aoBevwv pe AA €XOUV ETILKTNTEC

KUTTOPOYEVETIKEC AVWHOALEC

* Mo ouyvec eival -7/del(7q), tplowpia 8, del(13q), Tplowpia 6,
Tplowpia 15, tplowptia 21.

* OLaoBeveic pe -7/del(7q) €xouv xelpOTEPN MPOYVWON

e OLaoBeveic pe tplowpia 8, kat del(13q) €xouvv kaAUtepn
avtanokplon otnv IST ko KaAUTEPN MPOYvVwWon



ATIAQOTIKN avaluio Boaputnto vVOoou

e Severe AA

e Any two of three required for diagnosis

* — Absolute neutrophil count <500/mm3
e — Platelets <20,000/mm3
» — Reticulocyte count <1.0% corrected or <60,000/mm3

Very severe AA

e Meets criteria for severe disease and absolute neutrophil count
<200/mm3

Non-severe AA
e Does not meet criteria for severe AA
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The Age-effect on survival after HLA-identical
BMT as first line treatment in AA

First-line HLA identical sibling BMT for SAA (EBMT 2001-2010)
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Andrea Bacigalupo Blood 2017;129:1428-1436



Eltrombopag

e 2008: FDA-approved for refractory ITP in adults.

e 2014 Eltrombopag got fast track FDA-approval-
for refractory in IST AA patients.

e 2015: FDA-approved for children >1 year old with
refractory ITP.

* In HCV+ patients who are treated with IFN, in
order to increase the PLTs counts.

e 19th November 2018: FDA-approval as first line
treatment with IST in AA patients



[TpocBnkn
QY WVLOTN
TPO otov

BeparmeuTiko
aAyoplBuo

R Peffault de Latour et al. N Engl J Med 2022;386:11-23.

Percentage of Patients

Percentage of Patients

Group A
Horse ATG + Cydlosporine
N-101

Hematologic Complete Response at 3 Months

22%

Group A Group B
Secondary End Points
Complete or partial response
at 6 months ~ Median time to first response
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CONCLUSIONS

Among patients with previously untreated severe aplastic
anemia, the percentage of patients with a hematologic

complete response at 3 months was higher among those
who received eltrombopag plus standard immunosuppres-
sive therapy than among those who received standard
therapy alone, without additional toxic effects.
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[LoL TNV LoTopLa....

1866: O Dr William Gull meptleypale pe AemtopepeLeg
MPWTOC TO vOoohua

1882: O Paul Strubing avayvwplos tnv alpocdotpivn ota
oUpa KOl TNV OVOLOLOE «TTAPOEUO LK allpoodalplvoupion
1911: O Marchiafava nepleypaie 29 xpovia peTa pia
neputtwon pe PNH

1931: O Micheli Gnuootsuos neptcoétepeq AETITOUEPELEC
yLaL To voonpa kKo to ovopoos “Marchiafava-Micheli
OLLLOAUTLKN avalpio pe awpoodatpvoupia”

1944: O Sir John Dacie Bewpetl 0tL n PNH amoteAel KAwVIKO
VOO MO TWV OPXEYOVWV OLUOTIOLNTIKWY KUTTAPWV



Paroxysmal Nocturnal Hemoglobinuria
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e EmtiktnTn OULMOAUTIK avalpia N
omoila €lval To AMOTEAECHO TNG
KAWVLKAG EKTITUENC EVOC
TIPOYOVIKOU KUTTAPOU TO OToio
dépel pla emiktnTtn MeTAAAaén
oto PIGA vyoviblo TO oOrmoio
Bploketal 0To X XpWHOCWAL.

* H awpoodatplvoupia mou UTMApPXEL
OoTO voonua €ival To amotéAeoa
NG evOoayyeLOKAC aLUOALONC TWV
RBCs Tta omoia eival evaioBnta
oTN AUTLKN dpaon TOU
CUMTTIANPWHOTOG




Paroxysmal Nocturnal Hemoglobinuria

e Aev elvol TTOPOEUOULKN
* Ynapxel xpovia apoAvon otn PNH mou amoteAel kat to mio

XOPAKTNPLOTIKO eVpnua. Odnyel o datapaxec ano diadopa
cuotAuaTa

e A&V elvol HOVO VUYTEPLVN
e Kata tn dtdpkeLla tnc vuxtac n Helwon tou puBuou NG
QVATIVONC EXEL OOV OTTOTEAEOUO TTTWON TOL PH, UE
QATOTEAEOUOL AUENUEVN EVEPYOTIOLNCN TOU CUUTTIANPWHOTOC
* H Awoodalplvoupia Sev elvat TOGO cuyvi.
* To 74% twv aoBevwv epdavifoviol apyLka xwpig
alpoodatpvoupia

1. Hill et al. Haematolgica 2010; 95(4):567-73. 2. Rachidi S et al. EJIM 2010;21:260-7. 3. Parker C et al. for the International PNH Interest Group. Blood 2005;106:3699-709.



A\ettoupyla tou PIG-A yovidlou

* Bpioketol 0To X-XpWHOOWHQ

* Anapaitnto yla tn cuvOson Twv
GPI- opadwv (glycosyl-phosphatidyl-

inositol)

MetaAAdelg £xouv
neplypadel KoL 0€ VYL AToUQ,
XwPLS KAWVIKA glkova PNH.

MeplooOtepeg  amo 180 g1 795 o -
METAAAALELG EXOUV R .

mapatpnBel  oToug niae Seshedf, Snmmentasin ‘MG ol
aoBevelc LE PNH, - e 9

oe OAn TN ,
KWSLKOTIOLOU UEVN TIEPLOYXT] TOU
PIGA yovibiou

OAe&c oL QLUOTIOLNTLKEC OELPEC
dépouv TV idLa petaAiaén,
— H petaAAoaén PIGA
ouuBaivel o€ Eva apyEyovo
kuttapo (early HSC{.(
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GPl-cuvbedepevec mMPWTELVEC
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Mnyaviopoc Opoupfwonc otn PNH

Mpodavwc o unxaviopnoc tnc Bpoufwaonc otn PNH
elval TTOAUTIOPOLYOVTLKOC

*H evepyormolnon Tov cuunAnpwpatoc odnyel oe

(04
oL
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LOAUON, Ko arteAevBepwon eAelBepnc
oo alpilvng LE amoTteAEoA EVEpYOTIOLNON

nortetaAiwyv kot EAAewpn NO.

*2TN cUVEXELA Ttapatnpeitatl evdoBnAtokn BAABN Kal
evepyoroinon WBCs. OAa avta cupfaillouv otn
dSnuoupyla EVs, kot mBava otn 6pouBwon
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Paroxysmal Nocturnal Haemoglobinuria

5-£TN¢ Gvntétnta: 35% napa TNV
UTTOOTNPLKTLKA aywyn

Yuxvotnta 16 acBeveic / ekato.
Mropetl va yivel dtayvwon o€ OAEG TLG
NALKLEC

Méon nAtkia: 30 xp.

MpoodeuTIKO voonua

H un eAeyxOUEVN EVEpPYOTIOLNCN TOU
CUMTMANPWHATOC Elvall uTtELBUVN yLa TN
Bvntotnta kol Bvnolpuotnta

Actuarial Survival From the Time of
Diagnosis in 80 Patients With PNH

[
—‘—-‘L
i B
_ am
-

‘_
- 1'

Age- and gender-
matched controls

Patients Surviving (%)

Patients with PNH

Years After Diagnosis

The expected survival of an age- and gender-matched control group is shown for comparison
(Hillmen et al 1995). In a patient population where % the patients have <30% clone, 1 in 7 patients
died by 5 years (de Latour et al. Blood. 2008; 112: 3099-3106)



KAwikec ekbnAwoelc PNH

AOyw TnG evéoayyeLakng aLluoAuvong:

Avaiuia, apoodatplvouplia, KOmwaor, ofsio/xpovia
VEDPLKA AVETIATIKELQ, UTIOTPOTILAJOUCEG OUPOAOLUWEELG,
KOWALakO AAyog, aAyog paxng,

kepaAadyia, omaopoc oloopayou, OTUTLKN
Sduolettoupyia, xoloABiaon

Mo ontavia:

XoAwboxoduokivnola, ofela maykpeatitda, Loxatpio Kot
e€eAkwoelg 12-6akTUAOU Kall TT. EVIEPOU




KAwikec ekbnAwoelc PNH

Noyw BpouBwong:

OpopBwon kolhtakwv pAePwv: Budd-Chiari, ©@popuBwon omAnviknig,
HUeoevTepiov, vedplkwv PAeBwv

Mulaia urtéptaon, Kipool olcodpayou OpopPwaon eykepaAlkwyv dAeBwv:
kepaAaAyia, oLpoppayLKO EUPPAKTO

OpouBwon opOaAuLknC, anwAsla opaocng DVT, mveupovikn LBoAn

STTOVLOL:

Aptnplokec Bpopwoselg, AEE, epdpaypa puokapdiou




KAwikec ekbnAwoelc PNH

NAoyw armAaocioc puelou:

Avaltpia, AopwéeLg, atpoppayld, LUEAOSUOTIAQOTIKO cUVOpopo OoTLKA AAyN

Jrmavia: Exktpomnry oe OMA

EvtouTtolg, 0 LUEAOC UTTOPEL VOl Elval UTIEPKUTTOPLKOG HE UTtEPTIAOCLA EpUBPAC
OELPAC N UTIOKUTTOPLKOC, Kol e TIolkiAou Babpou mevieg oto mepldpepLko aipa




93% TwVv aLlcBevwv €Xouv KaroLa
KUTTOPOTIEVLIDL

Unknown

Other combinations

Anemia and
neutropenia

thrombocytopenia

PNHEU11002

w
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Oeparneia PNH

YrootnpnKIkn aywyn (LETayyloEeLc,
QVTUTNKTLKA aywyn,....)

 Metapooxsvon puelou
* Eculizumab

* NEec BepaTTEVUTIKEC ETILAOYEC OE KALVLKEC
ueAetec (TT30,... otoxoc n 6LopOwon Kol TNC
eEwayyelaknc atpuoAvonc)



Eculizumab

To Eculizumab sivat éva avipwmnonotnuévo
UOVOKAwVIKO avtiowua Evavtt tou C5
KAaouato¢ Ttou CUUTTANPWUATOC TTOU
eumnodbilet t™n TtEAIK) €Evepyomoinon Ttou
CUUTTANPWUATOG
* Meilwon tng evboayyeLakng aLoAuong
* Meilwon TwV avaykwv OE PETAYYLOELC

* 92% peiwon ota OpouPwWTIKA EMELCOOLA
* BeAtiwon vedplkng Asttoupyiag
BeAtiwon MVEUHOVLKNC UTIEPTOONG
BeAtiwon konmwong kat mototntag {wng
BeAtiwon emBiwong
* H éykalpn ¢€vapén Oepameiag eival

KaBopLoTIKNG onuaciog

Eculizumab
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Pegcetacoplan

* NMeykUALwWPEVO IeETTIOLO EvavTL
Tou KAaopatoc C3 tou
OUUTTANPWUOTOC

e BonBa otnv peilwon tnc Ko tTng
eEWOYYELAKNC alLlpOAuonc

* BonBa otnv avénon tou
aLpatokpitn/ peiwon twv
QVOYKWV UETAYYLOEWV

14

4-Wk Run-in Period
(pegcetacoplan+
eculizumab)

Randomized, Controlled Period
(pegcetacoplan or eculizumab)

Pegcetacoplan
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Baseline Dayl Wk2 Wk4 Wké6 Wk8 Wk 12 Wk 16
No. with Available Data
Pegcetacoplan 41 40 40 40 39 37 38 37
Eculizumab 39 37 38 39 36 39 39 38
B
Adjusted Change in LS
Subgroup No. of Patients Mean Hemoglobin Difference (95% Cl)
Pegcetacoplan  Eculizumab  Pegcetacoplan  Eculizumab
g/dl+SE
Censored for transfusion events, all values 41 39 2.37+0.36 -1.47+0.67 3.84 (2.33-5.34)
after intercurrent events set to missing
All available data, regardless of tranfusion 41 39 2.66+0.25 -0.03+0.26 2.69 (1.99-3.38)
events
No. of transfusions in previous 12 mo
<4 20 16 2.97+0.36 -0.01+0.49 2.98 (1.73-4.23)
=4 21 23 2.11+0.60 -4.02+2.40 6.13 (0.79-11.48)

Hillmen et al. N Engl J Med 2021;384:1028-1037.




