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Grupo de enfermedades raras
Proliferacion histiocitos en organos y tejidos

Cancer?
o Proliferacion clonal e
o Responden a quimioterapia " «°

Proceso reactivo tipo alteracion inmune?

o Diferentes tipo de células
Posibilidad de regresion espontanea
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Tipos de Histiocitosis

= Gran Heterogeneidad y controversia
o Clinica, Diagnostico, Tratamiento, Pronostico

= (Clasificacion Histiocyte Society (1987, 1997)
o H. relacionadas con las células dendriticas: HCL
<0 H. relacionadas con los macréfagos: HLH ">
o H. Malignas

= OMS: Tumores de Tejidos hematopoyéticos y
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" Linfohistiocitosis hemofagocitica (HLH)
= Sindrome:

o No es una enfermedad unica
o Grupo de enfermedades (inmunodeficiencias)

= Activacion inmune patologica
o En ciertas condiciones familiares o esporadicas
o Infecciones como desencadenantes frecuentes

= Respuesta inflamatoria excesiva

o Proliferacion incontrolada de linfocitos activados e
histiocitos: Sintomas y signos clinicos

\
\\\\\\\
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Avances: Genética y M. Citotoxicidad

Target Cell

Perforin

Effector Cell/'
(CTL or NK cell)

_____

e V-SNARE

B Munci8-2
t-SNARE
. | Syntaxin 11

......
''''''''''

cytolytic
granules
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= Fallo en los mecanismos de citotoxicidad?
— Sepsis graves: problema de salud publica

- Leucemias: cancer mas frecuente en
ninos

» |dentificacion de biomarcadores diagnosticos?
- Proteinas?
- Citocinas?
— Celulares?
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Lecciones aprendidas de HLH

= Nuevos marcadores incorporados a la clinica

- CD25s>2.400 U/ml: Criterio diagnostico
2004

- CD163: Activacion macrofagica

= Terapias especificas frente a HLH
- Nuevos farmacos: Anti-interferon gamma
- Ensayo clinico: Novimmune

- Utiles para nuevas terapias de rescate en
LLA

~. Frenar tormenta de citocinas en CARs
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Colaboracidn internacional para el desarrollo Coordinacion de histiocitosis en Espafia
del protocolo HLH-2004 1

Hemophagocytic lymphohistioeytosis (HLH-2004 | Histiceyte Society)
PRIMARY DIAGNOST[C CM'I'ERIA R_E_P OR_T

(Send to local subds afterc af
- INITIAL THERAPY = —+ CONTINUATION THERAPY / BMT - THE REPORT IS SENT FROM Daeofreport Year...... Mooth..... Day....
(dexamethasone daily) (dexamethasone in pulses) g:pm--- -
_ - _ - - . - - Hospinl...
| lomg [ Il [l I I Il I [ Address. ..
Dexa (mg/m2) | Smg L [l I [l I I Il I I
| 25mg |, [ [ [ I [l I |1 [l
| 1.25 il L 1 11 [ | L 11
PATIENT DATA A parent has agreed to the HLH-2004 stady o Yes
The patient has agreed to the HLH-1004 study o¥es
VP-16 vwwvy vvvvevw v v v v v v v v Family name GIVBIBAME. ..o
Yearofbirth ... Month of binth. . Day ofbirh......... Sex-fermale o malea
CSA | Felarive with HLH: Hoo TYeso Belamion: ...
LT. therapy TT TN
CLINICAT FEATURES (at diazmosis) (se= page 13 of the protocel for the diagnostic criteria)
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 Disgnosis of HLH (md date): ~ Neo Veso Year ... .. Mamth . Day._._.
e 1 (RNl 1 [ 1 1 1 1
C ' T : : c Fever 238.50C Noo Yeso
Splenomezals N FCL — below costal margin (in centimeter)
25 26 27 28 29 30 31 32 33 34 35 36 37 38 Fm— e ° R
" ! LABORATORY DATA Please report at least the first five of the laboratory tests below (max pathologic value)
Hemoglobin <80 gL Moo Yeso Motdonzo gL (<100 if ag= <4wks)
weeks 39 40 41 42 43 44 45 46 47 48 49 50 51 52 Neutrophils <1.0 510°L Noo TYeso MNotdoreo 051
' ' Platelets <100 x10°L Noo Y¥eso Notdaneo 0L
Trighycerid 0 mmolL Moo Yeso Notdonso mmolL (eqv 2263 me/dl)

Fibrinogen 21.5 2L Foo Veso Notdonzo gl (eqvito 2150 mgidl)
Feritin =500 pgl Neo Yese Notdonzo pgL (egv to=300 ngml)
Sohuhls IL-Jreceptor =2400 Uml Moo Veso Notdomso I/mL (alzo called sCD15)
NE-cell activity low'absent Noo Yeso Notdonso

HISTOPATHOLOGY/'CYTOLOGY

@ To Learn More: Hemorphagocyiosis Moo Weso Ifwes orzam(s)™.. ...
CENETICS

Perforin FACS expressionabsent Newo  Yeso  MNotanalyzed o

HemoorTe \£ HISTIOCYTOSIS R R R
SG‘CIETY : .':: ll.jfium:;[;e:n?mmm Non ..... ‘_; 'eson .......... .
-";/jl\ ASSOCIATION Oﬂl.erm;?:t;ﬁﬂlﬁ Moo Veso Notanahyzed o

A Rere (‘On’?]ﬁ'l[”?i‘t}f’ 2 O E.
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Nuestra investigacion

Euro-Histio-Net

A reference network for Langerhans Cell
Histiocytosis and assoeciated syndromes.

Universidad
del Pais Vasco

Histio Net For Professionals

About this Webportal

Guidelines

Tissue banking

For Patients

Maps Of Experts Links/News[Events Intra Net

For Professionals
Information for physicians,
scientists, and other health
professionals

"
\V:-\'\_

English

Learn about different His-
tiocytoses and Rare Di-
seases (RD) in general.

Go to the menu "Links, Mews/
Events" or choose a quicklink
from the list below.

For Patients

Information for patients, fa-
milies, and the interested pu-
blic

Maps of Experts

Find experte tor the different
histiocytic diseases, all over
the world.

Understand why it is difficult

= Histio Net Newsletter

» Histio International

= Histio in Countries

» Rare Diseases

» Rare Diseases Newsletters

Quicklinks: Quicklinks: to define "expertize” and how
that problem is solved for this
: : p— : web paortal.
Guidelines IE' < FAQ E
T
me = o e F
b C". — _[ Histio Net - A reference network for Langerhans Cell Histiocyto- ISH0 s IOR s

sis and associated syndromes

We want to join efforts in puzzling about Langerhans Cell Histiocytosis
(LCH), Juvenile Xanthogranuloma (JXG), Erdheim-Chester-Disease
(ECDY), Rosai-Dorfman-Disease (RDD/SHML) and associated rare histio-
cytoses. Our goal is to determine better diagnostic and therapeutic pro-
cedures, to improve care and follow-up, and to reduce reactivations and
late sequelae.

In addition, we want to infarm about the problems which patients who are
concerned by a rare disease have to face. And we want to show the pos-

to fod balo

oL

Euskal Herriko
Unibertsitatea
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Red hospitalaria estatal para detectar casos hereditarios y formas secundarias

HLH diagnosed or suspected and
- q Hosplta| Genera' genetic etiology is unknown
Universitario |
- : £ n Rapid immunologic workup (days):
SaludMadrid Gregorio Maranon ="
v CD107a mobilization
SAP protein expression (males only)
XIAP protein expression (males only)

abnormal
abnormal

PROYECTO: Linfohistiocitosis hemofagocitica: deteccion y
registro de casos familiares y secundarios. Caracterizacion
genética e inmunoldgica. Elaboracion y difusion de las
recomendaciones de diagndstico y tratamiento.[§

Integracion datos

clinicos diagnosticos,
Gurutzeta Ospitalea moleculares,
Hospital Cruces !
tratamientoy
evolucion
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- Estudios epidemioldgicos

Estudios epidemioldgicos: elaboracion del primer censo en colaboracion con asociacion de
pacientes ACHE y 30 hospitales estatales

yidad p;
\3\.\“ "’64;‘

Proyecto de Elaboracién del Censo de Afectados A.,.,,q.,,,.,, E ?’”"ﬁo CE\EL;[C—ENET E*f( g«;ub :FEDER

(uchando por una cura
100

50

Spanish hospital participation in international protocols

superior por la dificultad y el fiempo que se tarda en  lo colaberacién de la

diagnosticarse. Dentro del objefive prioritaric de la Dra. ltziar

Cases

Asociacién Espaficla contra la Histiocitesis, de  Astigarraga y la
Investigndora Susana
Garcia Obregon.

Censo de Afectados 1
. Para su ejecucién “1

Se estima que esta enfermedad afecta a 1 de cada
200.000 personas al afie, si bien esta cifra podria ser hemos  contado con 1

Hospital

La Dra.
Astigarraga

es jefa del
servicio de
pediatria del
Hospital de

Spanish hospitals in national protocols
Cruces de
Barakalde,

promover la investigacién y el conocimiento sobre la  miembro del

enfermedad, en el Dia Macional de la Histiocitosis se  C o m i t &

presentd la puesta en marcha del Proyecto  de  Cientifico de la -
Elaboracién de un Censo de Afectados en Espafia, Sociedad Internacional del Histiocit dinad -
destacando el respalde de la Fundacién Inocente  estatal de los Protocolos de Histiocitosis dentro de la § "
Inocente, y de la Federacién Espaficla de  Sociedad Espaiicla de H tologia y Oncologi

Enfermedades Raras -Feder- Pedidtricas y colaboradora de la Asociacién. M

Hoapdnl Fuiacn Hoctsl Hosdsl Mospda Hosedsl Sespdsl Rospts
Ssadel  m Valsdd  de

Hoitsl Howdsl Howdsl Hosplsl Hosptd beipts Howlsl Hosplsl Hosotsl Hospls Hodpbd Hopts Hosolsl
17 Cakw et Grageric LnPar  Gant SaniPau Swmage Teses  ds Vsl Vegen  Viegen g Vigen

Vigen e

derer Ocadie Hars | de 4 Cuces s e S Henms Abaces ddetns el el el Macmen Ces
Dz Ao Deu comgast N Anaca Sed Ve Cameo B
i

Hospital




Estudios biologicos

OBJETIVO GENERAL: Identificacion de nuevos
biomarcadores de inflamacion y activacion
linfomonocitaria para desarrollar nuevas herramientas
diagndsticas en las sepsis graves y sindromes
hemofagociticos

. ) N GRUPO .
Saiotek 2010-2011 //Saiotek 2012 Spfl

UPV/Sociedad 2010-2012

Universidad Euskal Herriko
del P

Gobierno vasco 2012

uuuuuuuu



Grupos de pacientes

= Grupo I: Pacientes diagnosticados de sepsis grave

Definida como sindrome de respuesta inflamatoria sistémica causada por un proceso
infeccioso con disfuncién organica aguda o disfuncién multiorganica que incluye
encefalopatia, fallo hepatico, proceso respiratorio agudo, insuficiencia renal aguda,
miopatia o polineuropatia de enfermedad grave, shock séptico y coagulacién
intravascular diseminada.

= Grupo ll: Pacientes diagnosticados de sindromes
hemofagocitico o linfohistiocitosis hemofagocitica

De acuerdo a los criterios publicados en 2007 de HS

= Grupo lll: Controles
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1. Obtencidn de muestra en los diferentes servicios: 202 MUESTRAS

2. Estudio de los marcadores séricos mediante ELISA pacientes vs controles :
Interleucinas , Moléculas de adhesidn linfocitaria y otras proteinas inflamatorias

3. Estudio del perfil protedmico en el suero de los pacientes vs controles
4. Validacion de los resultados obtenidos

5. Correlacién con los datos clinicos (*)

6. Analisis de los datos para su publicacion (*)

7. Desarrollo de paneles diagndsticos que se puedan aplicar a la practica clinica (*)
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La mayoria de las proteinas analizadas presentan diferencias
significativas en las medias y medianas de concentracion
entre pacientes y controles
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CONTROLES

PACIENTES
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—m TRENDS in Molecular Medicine Vol.11 No.2 February 2005 Full et provided by W scencedrect com Cytokine Profile in Fatal Human

e @ s Immunodeficiency Virus-Tuberculosis-
ELSEVIER Epstein-Barr Virus-Associated
Hemophagecytic Syndrome

The ‘cytokine profile’: a code for sepsis H S s e

ized by fever, lymphadenopathy, hepato-
splenomegaly, and pancytopenia, results from
Luis U"Oﬂ1 and Kevin J. Tracev".z the abnormal funcl}on and proliferation of macro-

phages and their uncontrolled phagocytosis of various
reticuloendothelial cell lines. Secondary (or “reactive”)
HPS is associated with infection, malignancy, or auto-
immune diseases, whereas primary HPS has no identifi-
able cause and may be genetic. Reactive HPS has been
described in association with infectious agents, but Ep-

"Center of Immunology and Inflammation, North Shore-LLJ Research Institute, 350 Community Drive, Manhasset, NY 11030, USA
“Center for Patient-Oriented Research, North Shore-LLJ Research Institute, 350 Community Drive, Manhasset, NY 11030, USA

Rev Assoc Med Eras. 2012 Jun:58(3):376-82 stein-Barr virus (EBV) is the most commonly associated
- ’ ' ' infection, and EBV-associated HPS is almost universally
H i fatal." At present, there is no diagnostic or treatment
Proteomic updates on Sepsis. consensus, so HPS is generally dealt with on a case-by-
. . . case hasis, depending on the associated infection(s)
[Article in English, Portuguese] ertifiod.

Sigueira-Batista R, Mendonca EG, Gomes AP, Vitorino RR, Mivadahira R, Alvarez-Perez MC, Oliveira MG.
Department of Medicine and Nursing and at the Department of Biochemisiry and Molecular Biology, Universidade Federal de Vigesa (UFV), Vicosa, MG, Brazil. rsbatista@ufy.br

PLoS One. 2013;8(1):e54237_ doi: 10.137 1journal pone. 0054237, Epub 2013 Jan 23.

Identification of novel biomarkers for sepsis prognosis via urinary proteomic analysis using iTRAQ labeling and
2D-LC-MS/MS.

Sul,Caol, Fhou R, Jiang £, Xiao K, Kong W, Wang H, Deng J, Wen B, Tan F, Zhang ¥, Xig L.
Department of Respiratory Medicine, Hainan Branch of Chinese PLA General Hospital, Sanya. Hainan Province, China.

Mol Cell Proteomics. 2012 Jun; 11(6:M111.013094._ doi: 10.1074/mcp. M111.013094. Epub 2012 Jan 10.

Chitinase-like proteins are candidate biomarkers for sepsis-induced acute kidney injury.

Critical Care and Trauma

Maddens B, Ghesguigre B, Vanholder R, Demon D, Vanmassenhove J, Gevaert K, Meyer E. Section Editor: Jukka Takala
Department of Pharmacology, Toxicology and Biochemistry, Ghent University, Salisburylaan, Belgium.
Brief Report
Critical Care Clinics Changes in the Serum Proteome of Patients with Sepsis
Volume 27, lssue 2, April 2011, Pages 407-419 a“d septlc ShOCK

ERomas ket i the CribcallIN Bahent Armin Kalenka, MD*  BACKGROUND: Sepsis is still the leading cause of death in the intensive care unit. Our

goal was to elucidate potential early differences in serum between survivors
Robert E. Feldma _ PhD4 (SURV) and non-survivors (NON-SURV) on day 28.
oper eldmann, Jr., METHODS: We applied proteomic technology to serum samples of patients with
sepsis and septic shock. Serum samples from 18 patients with sepsis and septic
shock were obtained during the first 12 h after diagnosis of septic shock. Patients
- . were grouped into SURV and NON-SURV on day 28.
Blomarkers: The Future Martin H. Maurer, MDt  pegys; Seven patients survived and 11 patients died. Using proteome analysis,
two-dimensional gel electrophoresis detected more than 200 spots per gel. A
Klaus F. Waschke, MD*  differential protein expression was discovered between SURV and NON-SURV,
whereby protein alterations not yet described in sepsis were revealed.

Kevin Otero*

Steven P. LaRosa, MD™™ & B Steyen M. Opal, MD™®

“\Wiarren Alpert Schoal of Medicine, Brown University, 171 Meeting Street, Providence, RI 02812, USA Fritz Fiedler, MD*  CONCLUSIONS: Our results show that proteomic profiling is a useful approach for

N - S B ' B detecting protein expression dynamics in septic patients, and may bring us closer

® Division of Infectious Dissases, Rhode Island Hospital, POB Suite #330, 593 Eddy Street, Providencs, RI 02803, USA IT achieving a comprehensive molecular profiling compared with genetic studies
alone.

® Division of Infectious Diseases, Memorial Hospital, 111 Brewster Street, Pawtucket, Rl 02860, USA (Anesth Analg 2006;103:1522-6)
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- Retos actuales en sepsis

» Recogida de datos clinicos y analisis con los
parametros bioldgicos obtenidos

= Validacion resultados en una muestra mayor

= Estudios celulares mediante técnicas de
citometria de flujo




Retos en leucemias

Universidad Euskal Herriko
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= Proyecto actual NK en tumores solidos:

NMUNOTERAPIA CON CELULAS NATURAL
KILLER EN EL CANCER INFANTIL.

= Nuevas terapias en leucemias refractarias?

CARs.

a Hinge
and Antibody-derived
transmembrane recognition moiety
region r

| / E =
‘ T-cell activation domain ——-Il Co-stimulatory domain I—(m—E— Vi

CAR genes inserted
into T cell via vector
b / CcD19 " Cancer cell
CAR- |

expressing
Tcell

Anti-CD19
CAR
protein

a | CARs usually include a T-cell
activation domain, one or more co-
stimulatory domains, a hinge region,
a cell membrane-spanning
transmembrane domain, and an
antigen-recognition moiety that is
usually derived from an antibody. b
| A schematic of an anti-CD19 CAR-
expressing T cell recognizing a
CD19+ malignant cell is shown.
Abbreviation: CAR, chimeric antigen
receptor.

James et al., Treating B-cell cancer with T cells expressing anti-CD19 chimeric
antigen receptors. Nature Reviews Clinical Oncology 10, 267-276 (May 2013)



Patient

,H\L 1

|

~
PBMC collected for Patient recieves Anti-CD19 CAR cells
genetic modification lymphocyte-depleting returned to patient
chemotherapy
l Ex vivo cell processing

T-cell activation — Transduction with gammaretroviral —s= T-cell proliferation
vector encoding CAR gene

James et al., Treating B-cell cancer with T cells expressing anti-CD19 chimeric
antigen receptors. Nature Reviews Clinical Oncology 10, 267-276 (May 2013)
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TRANSFERENCIA: PANEL DE
BIOMARCADORES PARA MEJORAR EL
DIAGNOSTICO EN SEPSIS GRAVES Y HLH
NUEVAS TERAPIAS PARA LEUCEMIAS

Itziar.astigarraga@osakidetza.net
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