) D GENEVE

Article scientifique 2020 Published version

This is the published version of the publication, made available in accordance with the publisher’s policy.

Stem Cell Transplantation for Diamond—Blackfan Anemia. A Retrospective
Study on Behalf of the Severe Aplastic Anemia Working Party of the
European Blood and Marrow Transplantation Group (EBMT)

Miano, Maurizio; Eikema, Dirk-Jan; de la Fuente, Josu; Bosman, Paul; Ghavamzadeh, Ardeshir;
Smiers, Frans; Sengelgv, Henrik; Yesilipek, Akif, Formankova, Renata; Bader, Peter;
Diaz Pérez, Miguel Angel; Bertrand, Yves; Niemeyer, Charlotte; Diallo,&nbspSafiatou [and 25 more]

How to cite

MIANO, Maurizio et al. Stem Cell Transplantation for Diamond—Blackfan Anemia. A Retrospective Study
on Behalf of the Severe Aplastic Anemia Working Party of the European Blood and Marrow
Transplantation Group (EBMT). In: Transplantation and cellular therapy, 2020, vol. 27, n° 3, p.
274.e1-274.e5. doi: 10.1016/}.jtct.2020.12.024

This publication URL: https://archive-ouverte.unige.ch/unige:170629
Publication DOI: 10.1016/}.jtct.2020.12.024

© The author(s). This work is licensed under a Creative Commons Attribution-NonCommercial (CC BY-NC



https://archive-ouverte.unige.ch
https://archive-ouverte.unige.ch/unige:170629
https://doi.org/10.1016/j.jtct.2020.12.024

Transplantation and Cellular Therapy 27 (2021) 274.e1-274.e5

Transplantation and /’A STCT

Cellular Therapy

American Society for
Transplantation and Cellular Therapy

journal homepage: www.tctjournal.org

Full Length Article

Brief Article

Stem Cell Transplantation for Diamond—Blackfan Anemia. N
A Retrospective Study on Behalf of the Severe Aplastic Anemia s

Working Party of the European Blood and Marrow Transplantation
Group (EBMT)

Maurizio Miano'*, Dirk-Jan Eikema?, Josu de la Fuente®, Paul Bosman?, Ardeshir Ghavamzadeh?,
Frans Smiers’, Henrik Sengelav®, Akif Yesilipek’, Renata Formankova®, Peter Bader”,

Miguel Angel Diaz Pérez'®, Yves Bertrand'’, Charlotte Niemeyer'?, Safiatou Diallo'?, Marc Ansari'?,
Tatiana A Bykova'”, Maura Faraci'®, Sonia Bonanomi'’, Jolanta Gozdzik'®, Tarig Mahmood Satti'®,
Ivana Bodova®®, Matthias Wolfl*', Vanderson G. Rocha??, Karin Mellgren®*, Jelena Rascon®*,
Wolfgang Holter??, Andrzej Lange®®, Roland Meisel®’, Yves Beguin®®, Yasmina Mozo?°,

Gergely Krivan®°, Anne Sirvent®', Benedicte Bruno®?, Jean Hugues Dalle**, Daniela Onofrillo*,
Stefano Giardino'®, Antonio M. Risitano>, Régis Peffault de Latour>®, Carlo Dufour'

! Haematology Unit, IRCCS Istituto Giannina Gaslini, Genova, Italy

2 EBMT Statistics, EBMT Data Office, Leiden, Netherlands

3 Centre for Haematology, Imperial College London, London, United Kingdom

4 Hematology-Oncology and Stem Cell Transplantation Research Center, Shariati Hospital, Tehran, Iran

5 Department of Pediatrics, Leiden University Medical Center, Leiden, Netherlands

5 Rigshospitalet Copenhagen, Copenhagen, Denmark

7 Medical Park Antalya Hospital, Antalya, Turkey

8 University Hospital Motol, Prague, Czech Republic

9 Division for Stem Cell Transplantation and Immunology, Department for Children and Adolescents, University Hospital Frankfurt, Frankfurt, Germany

10 Department of Pediatrics, Hematology/Oncology and Hematopoietic Stem Cell Transplant Unit, Hospital Infantil Universitario Nino Jesiis, Madrid, Spain

" Institute of Pediatric Hematology and Oncology, Civil Hospital of Lyon, Lyon, France

12 Division of Pediatric Hematology and Oncology, Department of Pediatrics and Adolescent Medicine, Medical Center, Faculty of Medicine, University of Freiburg, Freiburg,
Germany

13 Department of Hematology, Jules Bordet Institute, Brussels, Belgium

14 Pediatric Oncology and Hematology, Department of Paediatrics, Gynaecology, and Obstetrics, Geneva University Hospital, Geneva, Switzerland

15 Raisa Gorbacheva Memorial Scientific Institute of Children Oncology, Hematology and Transplantation, First Pavlov State Medical University of St. Petersburg, St.
Petersburg, Russia

16 BMT Unit, Istituto Giannina Gaslini, Genova, Italy

17 MBBM Foundation, University of Milano-Bicocca, San Gerardo Hospital, Monza, Italy

18 Jagiellonian University, Medical Collage, Krakéw, Poland

19 Armed Forces Bone Marrow Transplant Centre, Rawalpindi, Pakistan

20 National Institute of Children’s Diseases, Bratislava, Slovakia

21 pediatric Blood and Marrow Transplantation Program, Children’s Hospital, University Hospital of Wiirzburg, Wiirzburg, Germany

22 Churchill Hospital, Oxford, United Kingdom

23 Sahlgrenska University Hospital, Gothenburg, Sweden

24 Center for Pediatric Oncology and Hematology, Vilnius University, Vilnius, Lithuania

25 St. Anna Kinderspital, Vienna, Austria

26 Lower Silesian Center for Cellular Transplantation, Ludwik Hirszfeld Institute of Inmunology and Experimental Therapy, Polish Academy of Sciences, Wroclaw, Poland
27 Division of Pediatric Stem Cell Therapy, Department of Pediatric Oncology, Hematology and Clinical Immunology, Heinrich-Heine-University, Diisseldorf, Germany
28 CHU de Liege, University of Liege, Liege, Belgium

29 Hospital Universitario La Paz, Madrid, Spain

Financial disclosure: See Acknowledgments on page 274.e4.
*Correspondence and reprint requests: Maurizio Miano, Haematology Unit, IRCCS Istituto Giannina Gaslini, Largo G. Gaslini, 5, 16148 Genoa, Italy.
E-mail address: mauriziomiano@gaslini.org (M. Miano).
https://doi.org/10.1016/j.jtct.2020.12.024
2666-6367/© 2021 Published by Elsevier Inc. on behalf of The American Society for Transplantation and Cellular Therapy.


http://crossmark.crossref.org/dialog/?doi=10.1016/j.jtct.2020.12.024&domain=pdf
mailto:mauriziomiano@gaslini.org
https://doi.org/10.1016/j.jtct.2020.12.024
https://doi.org/10.1016/j.jtct.2020.12.024
https://doi.org/10.1016/j.jtct.2020.12.024
http://www.tctjournal.org

M. Miano et al. / Transplantation and Cellular Therapy 27 (2021) 274.e1-274.e5 274.e2

30 Department of Paediatric Haematology and Stem Cell Transplantation, Central Hospital of Southern Pest, National Institute of Hematology and Infectious Diseases,

Budapest, Hungary

31 Onco-Hématologie Pédiatrique, CHU de Montpellier, Montpellier, France

32 CHU Lille, Hématogie pédiatrique, Lille, France

33 Hematology and Immunology Department, Hopital Robert-Debré, Université de Paris, Paris, France
34 Haematology Unit, Ospedale Civile, Pescara, Italy

35 Department of Clinical Medicine and Surgery, University of Naples, Naples, Italy

36 Bone Marrow Transplantation Unit, Saint Louis Hospital, APHP, Paris, France

Article history:
Received 9 October 2020
Accepted 19 December 2020

Key Words:
Diamond-Blackfan Anemia
Bone Marrow Failure

Stem Cell Transplantation
Congenital disorder

ABSTRACT

Data on stem cell transplantation (SCT) for Diamond—Blackfan Anemia (DBA) is limited. We studied patients
transplanted for DBA and registered in the EBMT database. Between 1985 and 2016, 106 DBA patients (median
age, 6.8 years) underwent hematopoietic stem cell transplantation from matched-sibling donors (57%), unrelated
donors (36%), or other related donors (7%), using marrow (68%), peripheral blood stem cells (20%), both marrow
and peripheral blood stem cells (1%), or cord blood (11%). The cumulative incidence of engraftment was 86% (80%
to 93%), and neutrophil recovery and platelet recovery were achieved on day +18 (range, 16 to 20) and +36 (range,
32 to 43), respectively. Three-year overall survival and event-free survival were 84% (77% to 91%) and 81% (74% to
89%), respectively. Older patients were significantly more likely to die (hazard ratio, 1.4; 95% confidence interval,
1.06 to 1.23; P < .001). Outcomes were similar between sibling compared to unrelated-donor transplants. The
incidence of acute grades II to IV of graft-versus-host disease (GVHD) was 30% (21% to 39%), and the incidence of
extensive chronic GVHD was 15% (7% to 22%). This study shows that SCT may represent an alternative therapeutic

option for transfusion-dependent younger patients.
© 2021 Published by Elsevier Inc. on behalf of The American Society for Transplantation and Cellular Therapy.

INTRODUCTION

Diamond—Blackfan anemia (DBA) is a congenital pure
red cell aplasia, secondary to genetic defects of ribosomal
proteins. It usually, but not exclusively, presents within the
first year of life and can be associated with congenital
abnormalities, as well as increased risk for cancer, mostly
solid tumors. Some patients are successfully treated with
steroids, but many of them remain dependent with unac-
ceptable side effects, or they do not respond. Hematopoi-
etic stem cell transplantation (HSCT) represents the only
curative option for the hematological features of this dis-
ease. The reported studies show an improvement in overall
survival (OS) over time (45% to 91%) that was more evident
in unrelated donors as the source of stem cells, such that
0S increased from 19% to 92% [1-5]. The same studies
show better results in patients younger than 10 years of
age and transplanted after the year 2000. In this retrospec-
tive study, we describe the outcomes of HSCT of the largest
reported cohort of patients with DBA included in the
EBMT database.

PATIENTS AND METHODS

Data from patients of any age who underwent HSCT for DBA
between 1985 and 2016 and were registered in the EBMT database were
analyzed. Details on transplant procedures were obtained from the data-
base, and the patients’ clinical information was collected by a specific
disease-oriented questionnaire distributed to the participating centers.
Engraftment was defined as the first date of a neutrophil count >
0.5 x 10°/L for at least 3 consecutive days. Primary and secondary graft
failure were defined as neutrophil count never reaching >0.5 x 10°/L and
as a decrease in their count to a lower level after initial engraftment,
respectively. Iron overload was defined as ferritin serum level >
1000 mg/dL and/or the presence of pathological liver iron concentration
by magnetic resonance imaging.

The overall survival (OS) and event-free survival (EFS), defined as survival
without graft loss, relapse, malignancy, or a second transplant, were calcu-
lated using the Kaplan—Meier product limit estimation method; differences
in subgroups were assessed by the log-rank test. The reverse Kaplan—Meier
method was used to estimate the median follow-up. Cumulative incidences
of acute graft-versus-host disease (aGVHD), chronic graft versus host disease
(cGVHD), and graft failure were analyzed separately in a competing risks
framework, and subgroup differences were assessed by Gray's test.

Competing events for graft failure and acute or chronic GVHD included sec-
ond transplant, relapse, and death. In the corresponding figures, failure from
any competing event is referred to simply as “failure.” All estimates were
reported with a corresponding 95% confidence interval (Cl), and P < .05 was
considered significant.

RESULTS AND DISCUSSION

Between 1985 and 2016, 106 patients (60 males, 57%; 46
females, 43%; mean age, 6.8 years; interquartile range [IQR], 3.7
to 11.2) underwent HSCT. Congenital malformations were pres-
ent in 62% of patients. At the time of stem cell transplantation
(SCT), patients had undergone a number of red blood cells
transfusions: <20 (38% of cases) and >20 (62% of cases). Iron
overload was present in 77% of patients, and previous treat-
ments included steroids (93%), erythropoietin (11%), and leu-
cine (5%). Transfusion dependency, iron overload, and evolution
to aplasia represented the most common indications to trans-
plant in 70%, 15%, and 7% of cases, respectively. Median hemo-
globin, neutrophils, and platelet counts at SCT were 9.1 g/dL
(IQR, 8 t0 10.2), 1.8 x 10%/uL (IQR, 1.3 to 2.9), and 285 x 10°/uL
(IQR, 147 to 353), respectively. Patient characteristics and trans-
plant features are provided in Table 1. Median days to neutro-
phil and platelet engraftment were 18 (range, 16 to 20) and 36
(range, 32 to 43), respectively. Median follow-up was 68
months (range, 52 to 89). EFS and OS at 36 months were 81%
(range, 74% to 89%) and 84% (range, 77% to 91%), respectively
(Figure 1). Older patients were significantly more likely to die
(hazard ratio [HR], 1.4; 95% CI, 1.06 to 1.23; P< .001). No signifi-
cant differences on outcome were noted based on the year of
transplant or the type of conditioning regimen. The median
incidence of day 100 aGVHD (grades II to IV) was 30% (range,
21% to 39%), and the median incidence of extensive cGVHD at
36 months was 15% (range, 7% to 22%). Although not statisti-
cally significant, a higher incidence of extensive cGVHD was
present in patients transplanted from unrelated donors (median
23%; range, 8% to 38%) compared to those who received stem
cells from siblings (median 11%; range, 3% to 20%). Also associ-
ated with a significantly higher incidence of extensive cGVHD
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Table 1
Patient and Transplant Characteristics
Characteristic Value
Status at SCT
Ferritin levels (ng/mL), median (IQR) 1272 (856-2230)
Age (yr), median (range) 6.8(1-32)
Years of SCT, n (%)
1985-2010 56 (53)
2011-2016 50 (47)
Donor type (missing 4), n (%)
Identical sibling 58 (57)
Unrelated donor 37(36)
Other relative 7(7)
Sex match, recipient—donor (missing 6), n (%)
Female—female 19(19)
Female—male 24 (24)
Male—female 25(25)
Male—male 32(32)
CMV status, recipient—donor (missing 28), n (%)
—/- 27 (35)
—|+ 9(12)
+[— 12 (15)
[+ 30(38)
Stem cell source, n (%)
Bone marrow 68 (64)
Peripheral blood 21(20)
Cord blood 16 (15)
Bone marrow and peripheral blood 1(1)
GVHD prophylaxis (missing 10), n
Cyclosporin + MTX 4 other 52
Cyclosporin + MTX + MMF = other 2
Cyclosporin + MMF 13
Cyclosporin 19
Tacrolimus + MTX 1
Tacrolimus + MMF 3
Cyclosporin 4
MMF 1
MTX 1
Conditioning regimen (missing 8), n (%)
Myeloablative 82 (84)
Busulfan-based 66 (80)
Busulfan 3(5)
Busulfan—cyclophosphamide 47 (71)
Busulfan—fludarabine + other 16 (24)
Treosulfan-based 16 (20)
Treosulfan—fludarabine 15(93)
Treosulfan—cyclophosphamide 1(7)
No myeloablative 16(16)
Fludarabine-based 12(75)
Cyclophosphamide 4(25)
Chimerism, n
Full 79
Mixed 5
Aplasia, not evaluated, or lost engraftment 5
Missing 17

CMV indicates cytomegalovirus; MTX, methotrexate; MMF, mycophenolate
mofetil.

were iron overload (no, 0% versus yes, 24%; range, 12% to 35%)
(P = .04) and number of previous red blood cell transfusions
(<20 units, 4%; range, 0% to 12% versus >20 units, 24%; range,
11% to 36%) (P=.05) (Figure 1).

Sixteen patients died during follow-up due to infections
(n=7), GVHD (n=4), organ failure (n=2), other transplant-
related causes (n=2), or unknown causes (n=1). Seven
patients developed secondary malignancies (two solid tumors,
one myelodysplasia, one non-Hodgkin lymphoma, two
unknown) at a median of 67 months from HSCT

To the best of our knowledge, this is the largest reported
cohort of patients transplanted for DBA, and it represents a signif-
icant number of cases reported after 2010 that show very good
0S in patients < 10 years of age, independent of donor type.

The better outcome of younger children, already shown in
previous reports [4], has been confirmed in this much larger
cohort of patients, highlighting the importance of identifying
the correct timing to undergo transplantation in the manage-
ment of transfusion-dependent patients with DBA, especially
considering that the desired outcomes continuously reduce
with age. In fact, an earlier procedure may prevent the iron
overload side-effects that are known to predispose to greater
transplant-related toxicity [6]. Indeed, previous reports on
patients transplanted for other disorders requiring regular
transfusions, such as thalassemia or congenital dyserythro-
poietic anemia [7,8], have already shown that tissue damage
secondary to iron overload greatly impairs the outcome.
Although in our study the number of red blood cell transfu-
sions and presence of iron overload did not have any impact
on survival, they were significantly associated with a higher
incidence of extensive cGVHD, suggesting that adequate chela-
tion treatment during early phases of the disease and complete
evaluation of iron overload before transplant are mandatory in
patients with DBA.

It is worth noting that the good outcomes of DBA patients
transplanted under the age of 10 years must be viewed with
caution and might not represent an absolute indication per se
for HSCT. Unfortunately, sufficient outcome data on patients
regularly transfused and correctly chelated who did not
receive a transplant are not available to compare with those
undertaking HSCT. Indeed, according to the North American
DBA Registry, OS at age greater than 40 years is 75% [3], and
these results might be even higher in the future due to the
improvement of supportive therapies and chelation treat-
ments seen over the last few years. Moreover, in the setting of
other constitutional marrow failure syndromes such as Fan-
coni anemia, the management of which also highlights the
dilemma regarding the timing of transplantation, it has been
shown that, for moderate cytopenia, the OS of transplanted
and non-transplanted patients is similar [9]. This finding rein-
forces the fact that indication and the timing for HSCT in DBA
patients may not be dictated by age per se but instead should
be carefully weighted and tailored according to the status of
each patient. The possibility of correcting the hemopoietic
manifestations of the disease must be balanced against the
risk of cGVHD, which, in another transfusion-dependent ane-
mia such as thalassaemia, is known to be associated with a
lack of normalization of quality of life [10], and it is possible
that conditioning may exacerbate the risk of tumors.

Our study did not show any difference in terms of survival
between transplants from siblings or unrelated donors, con-
firming the trend of improving outcomes over the years
[2,3,5], which was clearly highlighted in a recent study on a
German and French cohort of children and adolescents whose
0S was > 90% [5]. In our cohort of patients, which also
included adult patients, mostly transplanted after 2010, OS
and EFS were both higher (>80%), independently of donor
type. The good outcome of unrelated donor transplants is par-
ticularly important for congenital diseases, which reduce the
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Figure 1. (A) EFS and OS. (B) EFS according to age. (C) OS according to age. (D) EFS according to donor type. (E) OS according to donor type. (F) Incidence of aGVHD. (G)
Incidence of cGVHD. (H) Incidence of extensive cGVHD according to iron overload. (I) Incidence of extensive cGVHD according to number of transfusions. Failure indi-

cates failure from any competing event

possibility of finding fully matched, non-affected family donors
[8,11]. No significant differences were observed in OS by the
type of stem cell source and conditioning regimen. Although
previous reports have demonstrated that patients transplanted
using cord blood had inferior outcomes [4,12], we did not
observe any difference, although this may have been due to
the small numbers.

More than 80% of patients underwent either a busulfan- or
a treosulfan-based myeloablative conditioning regimen.
Although in our study there was no significant difference with
other regimens, these approaches and, in particular, the use of
the less toxic drug treosulfan have recently been recom-
mended by an international expert panel [13] and can repre-
sent a balanced choice to reduce transplant-related toxicity
while maintaining a high engraftment rate. Treosulfan is par-
ticularly useful in constitutional marrow failure syndromes
[14—-16] that bear an intrinsic predisposition to malignancies,
as is the case for DBA, which has a cumulative incidence of 20%
by the age of 46 years [17], mostly due to solid tumors. In our
cohort, 6% of patients developed post-transplant malignancies,
and this figure is likely to further increase with follow-up
time. Therefore, the use of a treosulfan-based conditioning
regimen would be preferable in DBA patients, due to its
reduced toxic effects.

In conclusion, the very good OS of patients undergoing
transplant from both sibling and unrelated donors and the

acceptable rate of cGVHD confirm that this procedure can be
considered as an alternative option for young transfusion-
dependent patients, after careful evaluation of patient-specific
issues and needs.
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