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|. ANTECEDENTES.-

INTRODUCCION

Las inmunodeficiencias primarias (IDPs) constituyen un grupo de
enfermedades hereditarias, que comprenden mas de 200 diagnosticos diferentes en
su mayoria trastornos derivados de defectos monogénicos que afectan la funcion y/o
desarrollo del sistema inmune. Los pacientes afectados por IDPs tienen mayor
susceptibilidad a infecciones frecuentes, recurrentes y/o cronicas, en muchas
ocasiones graves y potencialmente mortales. Estos pacientes ademas tienen mayor
incidencia de complicaciones no-infecciosas, como cancer, enfermedades
autoinmunes, autoinflamacién, desnutricion y complicaciones pulmonares y del
fracto gastrointestinal.(1)

La descripcion y estudio de las IDPs son eventos relativamente recientes. En
1952 se describié el primer paciente con lo que hoy se conoce como
Agammaglobulinemia ligada al X, evento que se considera fundamental en la
iniciacién e intensificacién del estudio de la inmunologia aplicada en la clinica. Hoy
en dia tras 60 afos de este evento, mucho se ha avanzado en los conocimientos
basicos de la inmunologia, sin embargo se ha identificado un retraso en la difusién y

generalizacién de los conocimientos al campo clinico de la inmunologia.

Un grupo de IDPs primarias de particular interés clinico, es el de las
Inmunodeficiencias Combinadas Graves {SCID). Estas enfermedades constituyen el
extremo mas grave de las IDPs, y como su nombre lo expresa, son resultado de
defectos que involucran inmunidad celular y humoral, resultando en una

susceptibilidad acentuada para infecciones graves por cualquier tipo de
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microorganismo. Estas inmunodeficiencias son derivadas de defectos monogénicos
que afectan en todos los casos el desarrollo de linfocitos T, y en grado variable el de
linfocitos B y NK.

N —————— S ——
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involucrando gérmenes habituales asi como oportunistas y generalmente con un
curso clinico grave y/o persistente. Tradicionalmente y de manera general esta
susceptibilidad es el dato caracteristico de las IDPs y el que habitualmente es
reconocido por los médicos. Las infecciones suelen afectar el tracto respiratorio
superior (sinusitis cronica, otitis media aguda de repeticion, otitis media cronica),
tracto respiratorio inferior (neumonias adquiridas en la comunidad graves, frecuentes
o complicadas, bronquitis cronica,), tracto gastrointestinal (diarrea cronica, diarrea
aguda recurrente, malabsorcién) e inclusive cursar con bacteremias y cuadros de
sepsis. El tipo de patégeno y los sitios mas frecuentemente afectados pueden
orientar al clinico con respecto al defecto del sistema inmune afectado. Individuos
con defectos en la inmunidad mediada por células caracteristicamente presentan
problemas con bacterias intracelulares, virus, hongos y mycobacterias. Individuos
con defectos en la inmunidad mediada por anticuerpos habituaimente presentan
susceptibilidad para procesos infecciosos por microorganismos encapsulados,
enterovirus y parasitos como Giardia lamblia. Pacientes con defectos de
complemento suelen cursar con bacteremia, meningitis y artritis, habitualmente por
microorganismos encapsulados. Los pacientes con trastornos de los fagocitos
suelen presentar infecciones en piel y tejidos profundos asi como del sistema
reticuloendotelial (bazo, higado, nodos linfaticos).

Desde 1999 existe IDbases (http://bioinf.uta.fi/lbase_root/index.php), una
iniciativa del Institute of Biomedical Technology de la Universidad de Tampere en
Finlandia. Esta base de datos contiene informacion clinica y genética de 7272
pacientes con diferentes diagnésticos de IDP. Sin embargo no se han realizado
publicaciones de las frecuencias de los diversos signos, sintomas, antecedentes o
alteraciones laboratonales de estos pacientes y constituye una fuente de informacion
prometedora consistente con este protocolo.
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IV. PREGUNTA DE INVESTIGACION.-

¢Cudles son las caracteristicas clinicas, de laboratorio y evoluciéon clinica que
distinguen a los pacientes con Inmunodeficiencia Combinada Grave?

PREGUNTAS ESPECIFICAS:

¢ Cudles son los antecedentes familiares mas frecuentes de pacientes con SCID?

¢ Cudles son los antecedentes personales patolégicos mas frecuentes de pacientes
con SCID?

¢ Cuales son los sintomas mas frecuentes de pacientes con SCID?
¢ Cuales son los signos clinicos mas frecuentes de pacientes con SCID?

¢ Cuales son los hallazgos de laboratorio mas frecuentes de pacientes con SCID?
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39 Purine nucleoside phosphorylase deficiency. mp. [mp=title, abstract, subject heaaings, heading word, drug trade naine, 94
original title, device manufacturer, drug manufacturer, device trade name, keyword]
PNP deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device

38 3 80
manufacturer, drug manufacturer, device trade name, keyword]

37 (D3 zeta chain deficiency.mp. {mp=title, abstract, subject headings, heading word, drug trade name, original title, device 0
manufacturer, drug manufacturer, device trade name, keyword]
€D3z deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original titte, device
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manufacturer, drug manufacturer, device trade name, keyword]

15 €D3 delta chain deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, 0
device manufacturer, drug manufacturer, device trade name, keyword]
CD3 deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device

34 ) 21
manufacturer, drug manufacturer, device trade name, keyword]

33 CD3d deficiency.mp. {mp=title, abstract, subject headings, heading word, drug trade name, original title, device 1
manufacturer, drug manufacturer, device trade name, keyword)

32 IL7Ra deficiency.mp. [mps=title, abstract, subject headings, heading word, drug trade name, original title, device y
manufacturer, drug manufacturer, device trade name, keyword)]

3 interleukin 7 receptor alpha subunit deficiency.mp. {mp=title, abstract, subject headings, heading word, drug trade 0
name, original title, device manufacturer, drug manufacturer, device trade name, keyword]
IL-7Ra deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device

30 : 0
manufacturer, drug manufacturer, device trade name, keyword]

29 JAK 3 deficiency.mp. {mp-=title, abstract, subject headings, heading word, drug trade name, original title, device 3
manufacturer, drug manufacturer, device trade name, keyword)

28 Janus Kinase type 3 deficiency.mp. [mp=title, abstract, subject headings, heading vord, drug trade name, original utle, 0
device manufacturer, drug manufacturer, device trade name, keywordj
JAK3 deficiency.mp. {mp-=title, abstract, subject headings, heading wword, drug trade name, original title, device

27 " 48
manufacturer, drug manufacturer, device trade name, keyword}

2 Artemis deficiency.mp. [mp-=title, abstract, subject headings, heading word, drug trade naime, original title, device 24
manufacturer, drug manufacturer, device trade name, keyword)

25 Recombination activating gene 2 deficiency.mp. (mp=title, abstract, subject headings, heading word, drug trade name, 0
original title, device manufacturer, drug manufacturer, device trade name, keyword]

24 Recombination activating gene 1 deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, 1
original titie, device manufacturer, drug manufacturer, device trade name, keyword]

23 RAG2 deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device 9
manufacturer, drug manufacturer, device trade name, keyword]
RAG1 deficiency.mp. [mp-=title, abstract, subject headings, heading word, drug trade name, original title, device

22 : 17
manufacturer, drug manufacturer, device trade name, keyword]

2 X-5CID.mp. [mps=title, abstract, subject headings, heading word, drug trade name, original title, device manufacturer, 139
drug manufacturer, device trade name, keyword]

20 XL-SCID.mp. [mp-=title, abstract, subject headings, heading word, drug trade name, original title, device manufacturer, 5
drug manufacturer, device trade name, keyword]

19 x linked severe combined immunodeficiency.mp. (mp=title, abstract, subject headings, heading word, drug trade name, 539
original title, device manufacturer, drug manufacturer, device trade name, keyword)]

18 X-linked severe combined immunodeficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, 539
original title, device manufacturer, drug manufacturer, device trade name, keyword]

17 common gamma chain deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original 5
title, device manufacturer, drug manufacturer, device trade name, keyword]

16 Adenosine deaminase deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, originat titte, 531
device manufacturer, drug manufacturer, device trade name, keyword]
ADA deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device

15 : 254
manufacturer, drug manufacturer, device trade name, keyword]
Severe Combined Immunodeficiency.mp. (mp=title, abstract, subject headings, heading word, drug trade name, original

14 p y . 5130
title, device manufacturer, drug manufacturer, device trade name, keyword]

3 SCID.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device manufacturer, drug 21330
manufacturer, device trade name, keyword]

12 Purine Nucleoside Phosphorylase Deficiency.mp. [mpstitle, abstract, subject headings, heading word, drug trade name, 94
original title, device manufacturer, drug manufacturer, device trade name, keyword]

1 Interleukin-7 Receptor alpha Subunit deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade o
name, original title, device manufacturer, drug manufacturer, device trade name, keyword}

10 Janus Kinase 3 deficiency.mp. [mp=title, abstract, subject headings, heading word, drug trade name, original title, device 2
manufacturer, drug manufacturer, device trade name, keyward]

9 Interieukin Receptor Common gamma Subunit deficiency.mp. [mp=titie, abstract, subject headings, heading word, drug 0
trade name, original title, device manufacturer, drug manufacturer, device trade name, keyword)

8 Severe Combined Immunodeficiency, atypical.mp. {mp-=title, abstract, subject headings, heading word, drug trade naine, 0
original title, device manufacturer, drug manufacturer, device trade name, keyword]
Severe Combined Immunodeficiency, Autosomal Recessive, T Cell Negative, B Cell Negative, NK Cell Positive.mp.

7 [mp=title, abstract, subject headings, heading word, drug trade name, oniginal title, device manufacturer, drug 0

manufacturer, device trade name, keyword]

Pdgina 35






















































