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Diagnostische Abgrenzung

Youngerly Elderly
* DD congenital marrow failure * DD hypoplastic MDS
* Fanconi

* Telomeropathy
e SDS



Genetischer overlap mit MDS und CHIP
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How to
distuinguish
BMF
acquired
versus
congenital ?

New maschine
learning algorithm
by the NIH, soon
available online ...

Gutierrez-Rodrigues F, et al. Differential
diagnosis of bone marrow failure syndromes
guided by machine learning. Blood. 2022 Dec
21:blood.2022017518.

Groake E et al. Best Prac Res Clin Haematol 2021

Aplastic anemia
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Normal cytogenetics
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wm@ék Distinction between

e AA and hypoplastic MDS EBMT (P

Saving lives since 1874

I
Characteristics ' hypoplastic MDS
dyserythropoiesis sometimes yes
abnormal neutrophil no yes
dysplastic megakaryocytes no yes
fibrosis no occasional
increased blasts no Sometimes (ALIPS)
CD34+cells in BM < 1.0% sometimes increased
clonality possible sometimes
splenomegaly absent occasional

Bennett ef of. Serm Hamoto 2000037:15-29

Bennett & Qrazi. Hoemotologi o 2009 Fel; 942 | :264-843-7 0
Hoyma 4 ef af. Rinsho Ketsueki 2011 Aug [52{8) :653-8




Guidelines for the diagnosis and management of adult aplastic

anaemia

Sally B. Killick, Writing Group Chair’ Nick Bown,” Jamie Cavenagh,” Inderjeet Dokal,” Theadora Foukaneli,” Anita Hill,"
Peter Hillmen,® Robin Ireland,” Austin Kulasekararaj,” Ghulam Mufti,” John A. Snowden,? Sujith Samarasinghe,”

Anna Wood, BCSH Task Force Member'? and Judith C. W. Marsh” on behalf of the Pritish Society for Standards in
Haematolopy

) 2015 Jahn Wiy & Sors Ltd, Srifish foumal af Hazmatalagy
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ATG+CSA for Aplastic Anemia
Standard for immune mediated marrow failure

1.0

ATG plus Cyclosporine Reduces All-Cause
Mortality in Patients with Severe Aplastic
Anemia - Systematic Review and Meta-Analysis 87
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Long-term outcome of a randomized controlled
study in patients with newly diagnosed severe
?vlastic anemia treated with antithymocyte

Cg) Ferrata Storti Foundation

obulin and cyclosporine, with or without granu-
ocyte colony-stimulating factor: a Severe

Aplastic Anemia Working Party Trial from the
European Group of Blood and Marrow e ki
Transplantation Volume 105(5):1223-1231

André Tichelli,* Régis Peffault de Latour,” Jakob Passweg,’ Cora Knol-Bout,*
Gérard Socié,’ Judith Marsh,” Hubert Schrezenmeler,” Britta Hochsmann,® Andrea
Bacigalupo,” Sujith Samarasinghe,® Alicia Rovo,* Austin Kulasekararaj,* Alexander
Ro6th,® Dirk-Jan Eikema,” Paul Bosman,® Peter Bader,* Antonio Risitano™ and
Carlo Dufour* on behalf of the SAA Working Party of the EBMT
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Eltrombopag Added to Immunosuppression in Severe
Aplastic Anemia N Engl ] Med 2022;386:11-23.

R. Peffault de Latour, A. Kulasekararaj, S. lacobelli, S.R. Terwel, R. Cook, M. Griffin, C.J.M. Halkes, C. Recher,
F. Barraco, E. Forcade, J.-C. Vallejo, B. Drexler, J.-B. Mear, A.E. Smith, E. Angelucci, R.A.P. Raymakers,
M.R. de Groot, E. Daguindau, E. Nur, W. Barcellini, N.H. Russell, L. Terriou, A.-P. lori, U. La Rocca, A. Sureda,
|. Sdnchez-Ortega, B. Xicoy, |. Jarque, J. Cavenagh, F. Sicre de Fontbrune, S. Marotta, T. Munir, J.M.L. Tjon,
S. Tavitian, A. Praire, L. Clement, F. Rabian, L. Marano, A. Hill, E. Palmisani, P. Muus, F. Cacace, C. Frieri,
M.-T. van Lint, J.R. Passweg, ].C.W. Marsh, G. Socié, G.J. Mufti, C. Dufour, and A.M. Risitano,
for the Severe Aplastic Anemia Working Party of the European Society for Blood and Marrow Transplantation*
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GS02-07 ELTROMBOPAG ADDED TO STANDARD IST IS SUPERIOR TO IST ALONE AS FRONT-LINE TREATMENT FOR SEVERE

APLASTIC ANEMIA : FINAL 2-YEAR ANALYSIS OF EBMT-SAAWP RACE STUDY

Antonio Maria Risitano®?3, Austin Kulasekararaj®, Simona lacobelli?>, et al SAAWP EBMT
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Iransplant rates, Center size bivil witnin Ebivi|
2022

TR by Country Allo BMF |Top Centers Allo BMF
Country TR BMF | Year | cstate | city | hospital | dep | Indication TotalAllo
: 2022 Algeria Alger Centre Pierre et Marie Curie ads, peds BM aplasia 28
Israel 31.4 2022 Saudi Arabia Riyadh King Faisal Specialist Hospital peds BM aplasia 24
_Lithuania 25.0 2022 | France Paris Hdépital St. Louis ads, peds | BM aplasia 16
_NEthEﬂaﬂdS 21.0 ! 2022 Iran Tehran Shariati Hospital, SCT Research Centre ads, peds BM aplasia 16
Lebanon 20.0 | 2022 Iran Tehran Childrens Medical Centre peds BM aplasia 16
Turkey 185 i 2022 Russian Fed. Moscow The Russian Children’s Research Hospital  peds BM aplasia 16
R .18.2 | 2022 Russian Fed. Moscow Federal Research Center for Pediatric Hematology | peds BM aplasia 16
e : | 2022 Turkey Istanbul Medical Park Goztepe  peds BM aplasia 16
United Kingdom 169 i 2022 Netherlands Utrecht Princess Maxima Centre for Ped Oncology peds BM aplasia 14
Portugal 15.5 2022 Turkey Istanbul Yeniyuzyil University, Gaziosmanpasa Hospital .peds BM aplasia 14
.SﬂUdi Arabia 154 | 2022 Saudi Arabia Riyadh King Abdul Aziz Medical City ads, peds BM aplasia 12
Spain 14.8 | 2022 United Kingdom  London King's College Hospital ‘ads BM aplasia 12
.France 14.7 | 2022 |Netherlands Leiden University Hospital \ads, peds | BM aplasia 11
acedania 14.6 | 2022 Poland Wroclaw Cape of Hope Medical University | peds BM aplasia 11
—— 13.6 2022 Russian Fed. St. Petersburg First State Pavlov Medical University of 5t. Petersburg |ads, peds BM aplasia 11
- i 2022 Turkey Ankara Ankara Bilkent City Hospital Pediatric Clinic peds BM aplasia 11
.CEECh Republic 12.4 2022 United Kingdom  Bristol Avon and Royal Hospital for Sick Children .ads, peds BM aplasia 11
Poland 11.2 | 2022 Saudi Arabia Jeddah King Faisal Hospital ads, peds BM aplasia 10
Croatia 10.4 l 2022 Saudi Arabia Riyadh King Faisal Specialist Hospital ads, peds BM aplasia 10
Belgium 10.2 | 2022 | Turkey Antalya Medical Park Antalya Hospital, Lara |peds BM aplasia 10
Ireland 9.9 | 2022 |United Kingdom  |London University College Hospital \ads, peds | BM aplasia 10
.German\_.f 97 2022 |ltaly Rome IRRCS Ospedale Bambino Gesu peds BM aplasia 9
2022 South Africa Cape Town Groote Schuur Hospital ads, peds BM aplasia g1
Greece 9.6 | 2022 Turkey Adana Cukurova University Balcali Hospital | peds BM aplasia 9
italy 9.5 | 2022 | Turkey Istanbul Yeniyuzyil University, Gaziosmanpasa Hospital |ads BM aplasia 9
Norway 9.2 i 2022 United Kingdom | Manchester Central Manchester NHS Trust peds BM aplasia 9
Finland 9.0
Algeria 6.7

Tunisia 6.5
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European Society for Blood and
Marrow Transplantation

Saving lives since 1974

How to decide whether initial treatment is
BMT or immunosuppression?

Difference between BMT (HLA-id sibling) and Immunosuppression
in 5-Year Failure Free Survival (%) after initial treatment

o

Neutrophil AGE (years)

Count

(x 10°/L) 10 20 30 40 50
0 24 20 14 6 - 2
0.1 19 14 8 1 -7
0.2 14 9 3 - 4 - 11
0.3 10 5 - 1 -7 -14
0.4 6 1 -4 -10 -16
0.5 3 -2 -7 -12 -17

Positive values: Advantage BMT

Negative values: Advantage Immunosuppresion

A.Bacigalupo et al., Seminars in Hematology.2000;37:69-80.




Marrow Transplantation

m in science
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ﬂeﬂe\nce in science

European Group for Blood and
Marrow Transplantation

Acquired SAA

Transplants
From
HLA identical

Sibling Donors

Effect of
Patient Age

1.0

0.4

<20yrs

20-30 yrs
30-40 yrs
40-50 yrs

Overall
survival
by age

Group N 1y

100
\\ —
75 N
—
= ———
S s0-
OS (85% C) g p<0.001
3y P » — <18
— 18-40
' 25 41-50
J — 51-60
/ >60
( 0 I
0 1
Years since HCT
<18. 1492 1056
18-40: 1456 [T37)
¢ HR(95%C)) p 41-50; 287 200
51-60: 242 141
>60. 169 100

2

831
772
165
123
79

667

611
137
a5



é’o,
>
European Society for Blood and
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Saving lives since 1974

Increased time interval between diagnosis and HSCT is related with poorer outcome

1,000y 444 days from diagnosis; n=941 849,
1 =114 days from diagnosis; n=945 °
£ 0,500
E =
2
0,250,
. P<0.0001
0,000_ T T T T T T T T T T T T T T T T T T T 1
0.0 1000,0 2000.,0 3000,0 4000,0

= Graft faila.c © ...
= Late graft rejection 1.3-1.4%

Bacigalupo A et al. Haematologica. 2012;97:1142-1148
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HCT nach Versagen
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HCT activity in Europe 1990-2021:
BMF by donor type
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Improvements outcome MUD transplantation

Survival before and after 1998

0.8

0.6

0.2

0.0

Before 1998 After 1998
N 149 349
5 yvear 32% (+8) 57% (+8)
p=<0.0001
Graft failure 26% 11%
-1V aGvHD 37% 28%

cGvHD 38% 22%




aGvHD, cGvHD and graft failure

<1998 >1998

Primary or secondary graft failure

37/142 (26%)  38/338 (11% f;
p<0.0001 | |

0.0 30.0 60.0 90.0 120.0 150.0 180.0

, Cumulative incidence of
chronic GvHD (after day 100) arade |-V aGvHD

32/85 (38%)53/245 (22%) 0.37  0.30-0.45

5=0.004 O 0.23-0.33
' p=0.02




g

/_\éo, Current outcome of HLA identical sibling versus unrelated donor

EBM.T=— transplants In severe aplastic anemia: an EBMT analysis
B e et o omtanam” . Andrea Bacigalupo,* Gerard Socié,” Rose Marie Hamladji,*Mahmoud Aljurf,* Alexei Maschan,®
Slawomira Kyrcz-Krzemien® Alicja Cybicka,” Henrik Sengelov,® Ali Unal,® Dietrich Beelen,” Anna Locasciulli,”
i 4 A Carlo Dufour,”* Jakob R. Passweg,” Rosi Oneto,* Alessio Signori** and Judith C.W. Marsh;** for the Aplastic Anemia
Saving lives since 1974 Working Party of the European Group for Blood and Marrow Transplantation (WPSAA-EBMT)
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Haploidentical hematopoietic stem cell transplantation in patients with acquired

EBM.T= severe aplastic anemia: a study by the Severe Aplastic Anemia Working Party

5 (SAAWP) and Paediatric Diseases Working Party (PDWP) of the European
Blood and Marrow Transplantation Group (EBMT).

European Soclety for Blood and
Marrow Transplantation

MT Lupo-Stanghellini®, F Ciceri®, F Locatelli, A Locasciulli, Kremens B, | Dalle, Elena
Guggiari®, | Passweg, C. Peters, C Dufour®, | Marsh, ET Korthof (*).
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EBMT € blood advances 28 apriL 2020 - VOLUME 4, NUMBER 8
European Soclety for Blooq and } ’
Marrow Transplantation “
A

1.04+
Haploidentical BMT for severe aplastic anemia with intensive GVHD o8
1S 1 1 1 Z 06-
prophylaxis including posttransplant cyclophosphamide £ i o
£ 04 402020202020 oS Treatment-naive 86%
Amy E. DeZern,'? Marianna L. Zahurak,"'® Heather J. Symons,"* Kenneth R. Cooke,'* Gary L. Rosner,® Douglas E. Gladstone,' 0.2
Carol Ann Hui’f,1 Lode J. Swinnen,1 Philip Imus.1 van Bcnrre}lr.m.1 Nina Wagner-]ohnston,‘ Richard F. Jﬂtml:ainder,1 Leo Luznik.1
Javier Bolafos-Meade,' Ephraim J. Fuchs,' Richard J. Jones,' and Robert A. Brodsky '+ 0.0 T T T T
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neutrophil recovery 17 days i

Figure 2. Clinically meaningful endpoints for all haploid
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OS 94% B
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Bone Marrow
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Bone Marrow Transplantation (2020) 55:1050-1058 _EBMT
https://doi.org/10.1038/s41409-019-0773-0 S e

Haploidentical transplantation and posttransplant
cyclophosphamide for treating aplastic anemia patients:
a report from the EBMT Severe Aplastic Anemia Working Party

Pedro H. Prata(®' - Dirk-Jan Eikema’ - Boris Afansyev® - Paul Bosman® - Frans Smiers® - José L. Diez-Martin® -
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European Soclety for Blood and
Marrow Transplantation &

SAAWP-3 Alternative donor transplantation for severe

aplastic anemia: a comparative study of the SAAWP
EBMT
Juan Montoro Gomez et al
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Stand heute

* Transplantation Option fur alle Patienten, Geschwister, Unverwandt,
Haploidentisch

* Strategien Konditionierung, GvHD Prophylaxe sind definiert
* Geschwister: Erstlinientherapie

* Unverwandt: Zweitlinientherapie ausser Kinder AYA

* Haploident: Zweitlinientherapie

* Thema: wen und wann zur Transplantation



selten?

Sichelzellerkrankung Thalassamie
* Sichelzelltrager * Thalassamie minor
* Sichelzellerkrankter * Thalassamie major

DOB
Study Da..
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Survival in Cooperative Study of SCD

1.0.‘ ORIGINAL ARTICLE

0.9+ Mortality In Sickle Cell Disease -- Life Expectancy and Risk
© Factors for Early Death
S 0.8- y
'E 0 7 = Orah S. Platt, Donald |. Brambilla, Wendell F. Rosse, Paul F. Milner, Oswaldo Castro, Martin H.
- ; Steinberg, and Panpit P. Klug*et al.
0 0.61
B 0'5. June 9, 1994
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o el o Males win S5 Median survival:
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Incidence and Distribution

ol Most affected
individuals are born
in Nigeria, Congo
and lndla2

I the past 20 years, ~40,000
confirmed cases of SCD were
identified in 76 million newborn
babies. Among African
Americans, ~1in 360 newborn
babies has SCD

The incidence of births with
sickle cell anemia (SCA) in sub-
Saharan Africa was estimated
to be ~230.000 in 2010, which
corresponds to ©75% of births

In Brazil, there are an
estimated 30,000
individuals with SCDY

with SCA worldwide?®

Birth with sickie cell

anemia per 100,00
births (2015)
W W 254-560
B 125 B 501-1,000 BN
B 2550 B 1001558
51-100 A
101-250"

1 Kata GJ, et gl Sickle cell disezse. Nat Rey Bis Snmers 2018418010, deoi 10 1038hadp 201810, 2. Piel, =B et al, Giokal distribution of the sickle cell gens and gecgraphical corfinmation of the Imalaria hypethesis. Mzt Commun, 2010:184



B Targeting of Editing Site

Using CRISPR-
Cas9-based
gene editing

to target BCL11A

* Qur goal is to edit the Erythroid
specific region of the BCLI1A .‘ enhancer region
gene to decrease the /
expression of the BCL11A BCL11A %EE#:—ZI'_:I:

protein and
increase the expression of

HibE+
sgRNA target sequence PAM

r | —
TAGTCTAGTGCAAGCTAACAGTTGCTTTTATCACAGGCTCCAGGAAG

ATCAGATCACGTTCGATTGTCAACGAAAATAGTGTCCGAGGTCCTTC
.
GATA1 binding site




population

1,815 consecutive patients in centers across 36 countries in Europe, Asia & Africa

children (n=1,331) adults (n=484)
Age at HCT median [IQR] 9.6 [6.3-13] 26.5 [21.3-32.2]
(range) (1.1-18) (18-49.2)
Patient sex Female 638 (48%) 234 (48.5%)
Male 690 (52%) 248 (51.5%)
missing 3 2
Year of HCT median [IQR] 2017 [2014-2019] 2019 [2017-2020]
(range) (2010-2021) (2010-2021)
Donor type Matched relative 1,066 (80.5%) 401 (83%)
Mismatched relative 144 (10.9%) 72 (14.9%)
Unrelated 115 (8.7%) 10 (2.1%)

missing 6 1




stem cell source & conditioning

 Stem cell source:
* children: 80.5% received bone marrow

* adults: 64.9% adults received PBSC

* Conditioning regimen:
* children: BuCy based 43.3%
* adults: TBl-based 68.7%

* treosulfan based conditioning represented a quarter of all transplants in children

* Serotherapy:
* only 171 children (13.1%) & 14 adults (2.9%) did not have serotherapy



outcomes

SCD children SCD adults
Outcomes N Estimation (95%CI) N  Estimation (95%CI)
Median FU 1,254 3.1yr(3-3.2) 477 26 yr(2.1-2.9)
OS (2 yr) 1,254 95.7% (94.3-96.7) 477 93.7% (91 - 95.7)
EFS (2 yr) 1,254 92.9% (91.3-94.3) 477 90.5% (87.3 - 93)

Second Tx (2yr) 1,254  32% (2.3-4.4) 476 4.6% (2.9 -7)
GRFS(2yr) 1254  86.1% (84-88) 477 855% (81.8 - 88.5)




graft versus host disease

SCD children SCD adults
Outcomes N Estimation (95%CIl) N Estimation (95%ClI)

aGVH-II/IV (100 d) 1,183 13.6% (11.7-156) 461 9.4% (6.9 - 12.2)
aGVH-III/IV (100d) 1,183  5.8% (4.5-7.2)* 461  3.9% (2.4 - 6)
cGVHD (2 yr) 1,130 12.7% (10.7 - 14.8) 454 11.6% (8.7 - 14.9)
CGVHD Ext (2yr) 1,121  54%(41-6.9) 450  4.1% (2.5 - 6.3)

* adolescents (12-18 years) had a higher risk of grade IlI-IV aGVHD: HR 1.59 (1.03-2.46), p = 0.04
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age as a factor in OS & GFRS

0s according to age at HSCT
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MUD HCT: Sickle Cell Disease

BMTCTN 0601: 2008 — 2014; 29 of 30 MUD HCTs were evaluable

- 1 -year 8-year S (A) Overall Survival (B) Event-free Survival
100 - = 100 - e

Censored
AGVHD 28% 28% so-_\—\—\_‘ 80-
® so: = eo: .
CGVHD 62% 62% =
é 40 - 40
Graft failure 10% 14% _ _
2 | @5 years: 68.1% (95% CI: 47.5 - 82%) 2 1 @5 years: 61.2% (95% CI: 40.9 - 76.4%)
@8 : 68.1% (95% CI: 47.5 - 82%) @8 years: 57.1% (95% CI: 36.8 - 73.1%)
EFS 76% 57% g T ] T e
Months 0 12 24 36 48 60 72 84 96 Months 0 12 24 36 48 60 72 84 96
Natrisk 29 24 22 20 18 17 16 13 12 Natrisk 29 21 19 18 16 15 13 10 9
Survival 86% 68%

« 8 of 9 deaths were GVHD associated
« Age 14-19 years

A high incidence of GVHD and associated mortality compromised safety of the trial

Shenav S et al Blood 2016 Fanen M et al A .1 Hematal 2023




Haploidentical BMT for SCD: BMT CTN 1507

2-year OS Estimate: 95.0% (95% Cl, 81.5% to 98.7%) e Total patients treatEd, N=42

T e S *j * Graft failuren=3
03 2year £Fs Estmate: 380% (5% ¢, 5% 0%4s%) | [« TRM, n = 4 (1 patient during the HU
z phase and 1 on day 969)
g * 24% had qualifying even at 2 years
i el post transplant (GF, cGVHD, Death)
* Sickle cell related events
00l | | , , 1 , . l * AVN 11.4 %
U T il * 2.4% VOC (18-24 m)
g:.at Risk . , . N N . y N . * 2.4% CNS events
EFS 42 39 39 37 35 33 33 32 29 ® Any event 7% (O'Gm) and 17%

44-46 18-24 months
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EBMT Hemoglobinopathy Registry Database:

1493 patients with thalassemia major transplanted between
1 January 2000 and 31 December 2010

A) OS B) EFS
Patients | Events 2-year OS | Events 2-year EFS
a) ltaly 581 55 0.89+0.02 90 0.82+0.02
b) Turkey 216 21 0.86+0.03 32 0.80+0.04
c) UK 133 10 0.91+0.03 14 0.87+0.03
d) Iran 68 14 0.85+0.04 21 0.73+0.06
e) Saudi Arabia 64 7 0.89+0.04 21 0.65+0.07
f) Others 431 47 0.88+0.02 75 0.81+0.02
P-value 0.347 <0.001

2 Countries performing < 50 transplants were includad in the “other” category




Type of Donor determines Allogeneic HSCT
Outcomesin TDT

EBMT 2020 Hemoglobinopathy Registry 2,891 TDT Patients:
Donor and outcome’:2

MSD, Y% Match related, % MM related, % UD 10/10, % UD < 10/10, %

TFS 83 /9.5 62.4 &5,/ 68

oS 81.4

Rejection 8.8 8.8 22.9 75 13.4

NRM 8.1 11.6 14.6 6.7 18.5

aGvHD > 2 6.6 9.3 3.1 12.7 14.2

cGvHD 13.1 15.9 9.3 15 17.8




ntation for TDT

Haploidentical Transpla

In vivo Post-Transplant Cyclophosphamide!

o
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83 patients

TFS: 96% (95% CI: 85.7-98.4)
0S: 96% (95% Cl: 85.7-98.4)
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Ex vivo TCRap+/CD19+ depletion? b

]

34 patients

TFS: 94% (95% Cl: 78.5-98.5)
OS: 100%

EFS: 65% (95% Cl: 46-78)

Number at risk
34

Time (years)
24

32 30




ldem bei Hdmoglobinopathie

* Spenderwahl schwieriger

* Allosensiblisierung

* Intensive Konditionierung

* Indikationsstellung fir Transplantation
* Indikationsstellung fir Gentherapie

* «irreversible» Organschadigung



Nicht maligne Erkrankungen

Allogene Transplantation als Option
Kein Benefit durch die Graft versus Host Erkrankung

Spenderwabhl
Abwagen Therapiealternative
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Tpss I. Kataoka, Y. Shiozawa, ¥. Oluno, K. Chiba, H. Tanalka, Y.
Spiidng A.Kon, M. Sanada, P. Scheinbe Miyario, J.P. Macieje
Cafre s B .S, Young,
cannl

TETZ

RIT3
SETER

G AS

PRCE :
LAMBA B Cwarall Survival

JaTu —
aﬂz - PIGA BOOR or BOCRLY
CLxd ]
BEBPL

CBL
PRPER
BRCCS
FEGS
ATRX
FHFE

ATwd
HRAS P=0.008

M PL 0 T T T T T T T 1
hFL 0 M 40 B0 20 lod 120 ld4n 160

H‘F_E-F]i—._iﬁ Month
ng,'j? Mo st Risk
e PIGA BOORorBOORLI 34 34 33 23 13 12 8 7
i Unmutated 176 142 116 34 43 27 13 6
DT 30, ASKLY, o oM 17 12 11 3 & 4
3 TOS3 RUNL,
S0

]
T

Unrnutsted

o
s

DM TIA ASKLY, TRS3, |
RUNKL, CSM0T

Cvarall Surwival [36)
-+
T

ka2
T

o]
o
o
]
]
o
o
o]

4 12 I1s] E
Fie quency of Mutation (%)

The old paradigm: AA autoimmune, MDS genetic
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0S18-02 PREDICTING TRANSPLANTATION-, TRANSFUSION- AND TREATMENT-FREE SURVIVAL AFTER IMMUNE SUPPRESSIVE TREATMENT FOR ADULTS WITH

ACQUIRED APLASTIC ANEMIA
Cjm Halkes?, Eas Koster?, Ejm Bogers?, Lgm Daenen?, Sk Klein3, Smc Langemeijer?, F. Moenen>, E. Nur®’, Mhg Raaijmakers8, Tjf Snijders®, Jennifer ML Tjon?, L.C.

de Wreede!

18-40 years of age, 61-80 years of age,
0 SAA with 2 1% PNH-clone SAA with < 1% PNH-clone N=127
| Age: 54
0.9 MultiStateModelling
0.8 Predictors:
e severity
0.7 death without event age
death after alloSCT pn h
0.6 alloSCT for AA
% AML/MDS
3 0.5 = therapy with complement inhibitory
E drug for PNH disease

. free of transfusion and therapy

oS
»

only non-transplant therapy

only transfusion-dependent

&
w

transfusion-dependent with therapy
0.2

0.1

0.0 —
0 12 24 36 48 600 12 24 36 48 60

months since start IST


https://ebmt2024.abstractserver.com/program/#/details/presentations/797
https://ebmt2024.abstractserver.com/program/#/details/presentations/797

Vor IST und HCT: Outcome katastrophal,
abhangig von der Neutrophilenzahl

NEUTROPHILS

------- <100 per c.mm. (16)
I00-500 per c.mm. (25)
=== >500 per c.mm. (19)

SURVIVING
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Wmm%éh Supportive Care —the underestimated
- treatment

Saving lives since 1874

I
HSCT censored HSCT censored
o Group 3 o
L) S-yr survival = 94% = Group 2 - i
1 :

8- Group 1 =i | B T

b S-yr survival = 81% L -
y ‘. Group 3

=" o 1y Ao TN By survival = 57%
E o’ o S ettt it
4] L
0 l*ﬁ-L Group 2
e = & - S.yr survival = 35%
e 0T T e (TS A e e — — —
® «J]Responders to IST ~ | Non-responders
s - N=246 to IST N=174 i
- P=0.54 ) P < 0.001 S-yr survival = 23%

o [= ] L] LI LI L] L
@ e 0 2 N H 8 10 0 2 4 6 8 10

Time (years) Time (years)

Treatment between Patient 5 yr-survival | 5-yr-survival non- 6 mo

number responder responder (NR) survival NR
Group 1 12/1989 -10/1996 91% 23% 61%
Group 2 11/1996 — 10/2002 51 92% 35% 82%
Group 3 11/2002 - 04/2008 80 94% 57% 89%

Valdez J. et al Clinical Infection Diseases 2011




Minor population of CD357CD59™ blood cells predicts response to
immunosuppressive therapy and prognosis in patients with aplastic anemia

Chiharu Sugimaori, Tatsuya Chuhjo, Xingmin Feng, Hirohito Yamazaki, Akiyoshi Takami, Masanao Teramura,

Hideaki Mizoguchi, Mitsuhiro Omine, and Shinji Makao
I

PNH clones ~ autoimmune nature of bone marrow failure?

PMH* PNH-
Mo, of patients g3 39
Median age, ¥ (range) 57 (13-83) 54 (12-83)
1.0
°
" : - Pl
uE ' § e =
Ei : P 8’0.0- =¥
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M T | el
0.0+ e 5 ™ Pe.001
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FFS Response

PNH in SAA: usually small clones, rarely symptomatic
Aplastic crisis in PNH vs. PNH clone in a SAA patient
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Rabbit ATG as first-line IS treatment provides lower OS,
response raftes and higher deaths rates than horse ATG

. . ]
=  Randomized prospective trial with 120

pafients
100
e | HorseATG = Response af 6 months (68% vs 3/%),

80~ and overall survival at 3 years (96%
E versus /6%) was largely in favor of
;g" i Rabbit ATG horse ATG
E A0 = There were 4 death in the horse and

- 14 death in the rabbit ATG group

- e Cause of death (11/35)

- Sepsis (5) 9,210,243,326, 370
lo. at Risk Pneumonie (2) 207; 209
iorsle ATG &0 a4 27 12
e B " 2 . Sepsis &multiorgan failure 6
Sepsis & cardiac arrest 148
Intracranial hemorrhage 288
Post-SCT fungal infection 390

Scheinberg Petal. NEJM. 2011; 365:430-438 Marsh J et al. Blood. 119:5391-5396



Eltrombopag Added to Standard
Immunosuppression for Aplastic Anemia

Danielle M, Townsley, M.D., Phillip Scheinberg, M.D., Thornas Winkler, M.D.,
Ronan Desrmond, M.D., Bogdan Durnitriu, M.D., Olga Rios, R.N,,
Barbara Weinstein, B.S.N., Janet Valdez, P.A,, Jennifer Lotter, P.A,,

Xingmin Feng, Ph.D., Marie Desierto, B.S., Harshraj Leuva, M.B., B.S,,
Margaret Bevans, Ph.D., Colin Wu, Ph.D., Andre Larochelle, M.D., Ph.D.,
Katherine R, Calvo, M.D., Cynthia E. Dunbar, M.D., and Neal S. Young, M.D.

N Engl ] Med 201 7,376:1540-50.
I)‘-\#I ifmm TG ‘ ‘
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All cohorts

No. of patients g2 g2

Response — no. (% [95% Cl])
Overall response 74 (80 [72-39)) 30 (37 [30-94)) <0.0017
Partial response 46 (50 [40-560]) 44 (43 [37-53])

Complete response 28 (30 [21-40)) 36 (39 [29-49]) <0.001



A First Response
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Stem Cell Source
CHRONIC GVHD
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Bone marrow transplantation for severe aplastic anemia: a randomized controlled
study of conditioning regimens (Blood. 2007;109:4582-4585)

Richard E. Champlin,! Waleska S. Perez,? Jakob R. Passweg,® John P. Klein,? Bruce M. Camitta,* Eliane Gluckman,®
Christopher N. Bredeson,* Mary Eapen,? and Mary M. Horowitz?

M. D. Anderson Cancer Center, Houston, TX; 2Center for International Blood and Marrow Transplant Research, Medical College of Wisconsin, Milwaukee;
3Hopitaux Universitaires, Geneva, Switzerland; *Medical College of Wisconsin, Milwaukee; SHospital St Louis, Paris, France
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Marraow Transpiantation

Wmé@g‘ﬁ'\ Transfusion therapy and prognosis
> of SCT

Saving lives since 1974

1'2 1'8 2'4 30 36' as necessary, ¢
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a8 =

Study cohort  Historical cohor Study cohort  Historical cohort

) Unadjusted Adjusted I
Champlin et al Blood Vol 73, 1989:606-613
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g Transfusions in Aplastic Anemia Patients Cause HLA Alloimmunization:
= Comparisons of Current and Past Cohorts Demonstrate Progress
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@T HCT activity in Europe 1990-2021:

donor origin: 1st HCT
N

——Unrelated (excl.CB) -~ /

9000 V
—H[ A identical sibling (excl.CB) /
8000

——Haploidentical (excl.CB) /
7000

= COrd blood HCT /
6000

~ () I

o 7 -

ol _— e

1000 j— 7-0_/ =

90 92 94 9 98 00 02 04 06 08 10 12 14 16 18 20

Year
Passweg, Baldomero et al. Bone Marrow Transplant. 2023 Mar 6:1-12



“In-severe-aplastic-anemia-patients-who-lack-fully-HLA-matched-related-donor,-
is-upfront-alternative-donor-transplant-is-a-valid-alternative-option-when-
compared-with-immunosuppressive-therapy:-Systematic-review-and-meta-
analysis-of-retrospective-studies.-On-behalf-of-the-Severe-Aplastic-Anemia-
Working-Party-of-European-Group-for-Blood-and-Marrow-Transplantation-
(SAAWP-of EBMT)|
Hind-Alotaibi!,-Mahmoud-Aljurf?,-Regis-de-Latour?,-Mansour-Alfayez’,-Andrea-
Bacigalupo?,-Riad-El-Fakih2,-Hubert-Schrezenmeier?,-Syed-Osman-Ahmed?- -Eliane:-
Gluckman®,-Shahid-lgbal’,-Britta-Héchsmannb,-Constantijn-Halkes®, -Josu-de-la-

Fuente? -Nawal-Alshehryl,-Simone-Cesaro'Y,-Jakob-Passweg',-Carlo-Dufour?Z, -
Antonio-M.-Risitano?,-John-DiPersio’,-lbraheem-MotabiT
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