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Potenciales patologias con SF transfusional en pediatria

Sindrome Falla Medular “

Adquirido Citopenia refractaria

Congénito Citopenia refractaria +
sideroblastos en anillo

Citopenia refractaria +
exceso 0 blastos en
transformacion

Hemoglobinopatias

Leucemia Mielomonocitica
Juvenil (JMML)




Sensible a efectos téxicos
iniciales

Retraso maduracion
sexual
Retraso crecimiento
esterilidad

Tiroideo
Cardiaco
Hepatico

Daflo miocardico
Cardiomiopatia congestiva
Pericarditis, angina, defectos d
conduccidén

Depdsito de colageno y Fibrosis
portal (2 aifos)

Cirrosis 12 década

Carcinoma hepatocelular

1981
TPH-Talasemia

Hipofisis

Hipoparatiroidismo —>hipoCa y
complicaciones
osteomusculares

Pancreatico

—
—

—

Insuficiencia pancreatica:
resistencia insulina y DM

onadal

J produccién esteroides = retraso
maduracion sexual, crecimiento,

Jlibido y esterilidad




Mecanismos que contribuyen a SH en SMD
Eritropoiesis

Transfusiones GR Terapia
inefectiva Mielosupresiva

J Hepcidina TFierro Macrofagos J Eritropoiesis

|

1 Absorcion 1 saturacion de Utilizacién de
duodenal Transferrina Fierro

T Ferroportina

Transformacion Hierro Miocardico

Leucémica

Drugs 2011;71 (2): 155 - 177
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¢A quienes evaluar en el pre TPH y como?

1. Todos los pacientes candidatos a allo-SCT deben ser
evaluados para IOL
=  Historia transfusional, quelacion previa
= +/- Cinética Fe: ferremia, TIBC, ferritina, %ST

2. Si hay signos clinicos de dano hepatico y/o cardiaco
= RM T2* para estudio cardiaco y RM R2 para higado

3. Biopsia hepatica???

GITMO 2011



Cuantificacion de fierro con Resonancia magnética

e Las moléculas de hierro generan un artefacto paramagnético
en RM

 ElFe enlos tejidos produce un marcado acortamiento del T2
(imagenes negras)

* Este artefacto puede ser cuantificado computacionalmente

 Hay programas semiautomaticos y automaticos aplicables en
cualquier resonador comercial



Paciente con sobrecarga severa de Fe secundaria a politrasfusiones
por LMMJ

Higado-normal




Recommendations:

Liver iron biopsy with iron meastrement by
atomic absorption spectroscopy remains the
gold standard for the asséssment of liver iron
concentration. Evidep€e of the accuracy of
non- invasive me ods for assessment of liver

Italian Society of Hematology practice guidelines for the management of
iron overload in thalassemia major and related disorders
Angelucci, Blood 2008



SFy VOD
374 ninos, 4 centros Korea, 2005-2007,
15,4% VOD

Ferritina

VOD 22.9 vs 13.7%, p0.012

BMT(2010) 45, 1287



Pretransplant serum ferritin is associated with bloodstream
infections within 100 days of allogeneic stem cell transplantation

for myeloid malignancies

Takayoshi Tachibana - Masatsugu Tanaka - Hirotaka TakasaKi - Ayuami WNumata - Satomi Ito -
Reina Watanabe - Rie Hyo - Rika Ohshima - Maki Hagihara - Rika Sakai - Shin Fujisawa -
MNaoto Tomita - Hiroyvuki Fujita - Atsuo Maruta - Yoshiaki Ishigatsubo - Heiwa Kanamori

Retrospectivo
Relacion BSI-IOL a 100dias
Allo-HSCT

114 adultos LMA-MDS
36 (32%) BSI
44 aislamientos
* 63% Gram+

e 32% Gram-
* 4% hongos
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Fig. 2 Cumulative incidence of bloodstream infections within
100 days after transplantation

Int J Hematol (2011) 93:368—-374



Frequent severe liver iron overload after stem cell transplantation
and its possible association with invasive aspergillosis

A Altes'. AF Remacha'. P Sarda'. FJ Sancho®. A Sureda'. R Martino'. J Briones'. S Brunet',
C Canals' and J Sierra'

Table 2 Relationships between HIC and causes of TRM

HIC <150 umollg dw HIC =150 umol/g dw P

VOD 4/32 (12%) 0/27 (0%) 0.1
AaGVHD I11-1V 10/18 (55%) 9/17 (53%) 1
Ext cGVHD 3/8 (37%) 3/7 (43%) 1
Bacterial infection 8/32 (25%) 3/27 (11%) 0.2
Viral infection 13/32 (41%) 8/27 (30%) 0.4
CMYV mfection 11/32 (34%) 6/27 (22%) 0.4

u ) {37 {0 {7} i

Aspergillus 4/32 (12%) 10/27 (37%)

inlection
TRM 6 months 15/32 (47%) 14/27 (52%0) 0.8

BMT(2004)34,505



Prospectivo
n:190 no talasémicos, >18 ainos
HCT mieloablativo,MSD/MUD,ferritina = 1000ng/ml
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Conclusiones

* Elevado nivel de ferritina pre-HSCT se relaciona con OS y complicaciones
BMT (2008) 42, 799-805

e Como contribuye al mal outcome requiere estudios prospectivos,
multicéntricos

— Se considera un factor de riesgo independiente al menos en talasemia, MDS y leucemia

aguda Blood. 2007;109:4586-4588
Advances in Hematology 2010
Int J Hematol (2011) 93:368—

374
J. Hematol & Oncol 2009,
2:44
* Serequiere desarrollar estrategias de manejo en pre, durante y post-HSCT
para reducir complicaciones y mejorar sobrevida Advances in Hematology 2010

* Serequiere un tratamiento individual basado en factores como la

enfermedad de base, comorbilidades y distribucion de Fe tisular
Drugs 2011 71(2) 155-77
GITMO 2011



¢A quien tratar en el pre /post TPH?

1. Todos pacientes dependientes de transfusionesy
potenciales candidatos a allo-SCT para prevencion de
acumulacion de Fierro

2. No retrasar SCT por SF

3. Sipersiste SF post-HSCT tratar una vez que el implante sea
estable y se discontinda inmunosupresores (6 - 18 meses
post TPH)

4. El paciente no puede estar EICH y/ocon tratamiento IS activo

GITMO 2011



Tratamiento SF mas apropiado en TPH ...

Eficacia y sequridad trasladados desde talasemia

e Grupo ltaliano

— Deferoxamina 40 mg/kg/d BIC EV antes y hasta dia +60 no
afectaria parametros del injerto y reduce ferritina 6m post-TPH

— Con eritropoyesis normal usar flebotomia

e Grupo europeo y americano trasplante

— Flebotomia es tratamiento de eleccion en LIC >7mg/g en SCT a
largo plazo



Tratamiento quelante mas apropiado

Flebotomia

Técnica efectivo para e
remover Fe corporal e
Compliance adecuada ;5;
Datos en pre-HSCT § ]
limitados 8 on

1 vez/sem + EPO 3v/sem
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Kambie AT of &, Biol Biood Marrow Transplant 2008;12:506-510.
©2006 Reprntad with permizsion from Elsavier.







Tratamiento quelante mas apropiado

Via de Posologia | Clearance Toxicidad
Adminis
tracion




TapLE 2: Published data showing the impact of pretransplantation serum flerritin levels on survival in HSCT recipients.

Patient tyvpe and
number

590 patients with a
variety ot disorders
(primarily M.
AML, or MI>S)

Armand et al.
2007 [24]

315 ITodgkin or
nonHodglkin
Ilvimphoma patients

Mahindra et al.
2008 [25]

Type of HSCT

Allogeneic
(myveloablative)

Auntologous

Oulcome nmieasures

Retrospective
evaluation of S-yvear
overall survival,
treatment-related
mortality, discasc-free
survival and relapse

Retrospoective
evaluation of 6-vear
overall survival and
relapse mortality

Key results

(i) Elevated pre-transplantation serum
ferritin strongly associated with lower
overall- and disease free survival

(ii) Subgroup analyvsis showed
association restricted to patients with
ANML or MIDS

(i) Pre-transplantation serum ferritin
levels of =685 ng/mL associated with
significantly lower overall and
relapse-free survival (P = 002 and .021,
resp.)

190 patients with
Ilvmphoma/myeloma
or acute
leukemia/myveloid

Pullarkat et al.
2008 [8)]

Allogeneic
(myvyecloablative)

Retrospectivos

Platzbecker
et al. 2008 [26]

Kim et al. 2009
[271]

Kataoka et al.
2009 [28)

G4 paticnts witly @
variety ot disorders
(primarily ANI..
nonkMHodglkin
Ivmphoma, or M125S)

Mahindra et al.
2009 [29]

101 pediatric patients
with a variety of
Lee et al. 2009 disorders (primarily
[30] acute lvimphoblas-
tic/myecloid leulkemia,
and aplastic anemia)

Allogeneic
(nonmyeloablative)

Allogeneic
Cmyveloablative)

Prospective
evaluation of day 100
survival, acute GV HID>
and infection

1 incidencia de complicaciones por SH
*J, sobrevida post-HSCT
También en SMDy leucemia

Prospective
evaluation of S5-year
surwvival

Retrospective analysis
of S-year survival

aguda

Elevated serum ferritin ( = 1000 ng/mlL.)

associated with

(i) increased mortality and decreased

overall survival (P — 038 and .004,

resp. ), (i) increased acute GVHID and
an fections

not impact
it
by serum

te NV HILY

n patients
1000 ng/mI.

ival (35.8906
>l

27 % versus
d group,

incidence of acute (GVIII>

(i) Pre-transplantation serum ferritin
levels of =1615 ng/mlL associated with
significantly lower overall survival

(P = .012)

(i) Serum ferritin levels of =1000 ng/ml
associated with reduced overall and
event-free survival (P = .001)

222 patients with
myeloid or lvimphoid
leukemia,
nonHodgkin
Iymphoma or MIDS

Mahindra et al.
2009 [31]

Allogeneic
(mveloablative)

Retrospective
evaluation of survival
and GVHID

Pre-transplantation serum ferritin levels
ol =19210 ng/mL resulted in

(i) reduced overall and relapse-free
survival (P = 003 and .003, resp.):

(ii) reduced chronic (GVHI? (P = .019);
(i11) increased nonrelapse mortality

(P = .042)

Advances in Hematology 2010



Potenciales patologias con SF en pediatria

Sdinafalioedula: A
Adquirido Citopenia refractaria

Congénito Citopenia refractaria +
sideroblastos en anillo

Citopenia refractaria +
exceso 0 blastos en
transformacion

Leucemia Mielomonocitica
Juvenil (JMML)




Guias de SF

Participacion en las primeras guias nacionales
de quelacion

Guias clinicas de SF y su manejo en
pacientes pediatricos candidatos y
sometidos a TPH

Julia Palma, Nimia Vallejos, Tamara Insotroza,
Pablo Soffia, Jorge Morales, Lucia Salas
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