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Primeras referencias siglo XV.

En el siglo XVI Martin Lutero (nino de 12 afios)

Término autismo (palabras griegas: “autos”
significando uno mismo e “ismos” que quiere
decir a la forma de estar)

1911, Paul Eugen Bleuler

Primera publicacion caso de un paciente

1926, Ewa Ssucharewa con “Sindrome de Asperger” (TEA grado |)

Garcia Salazar, )., & Huitrado Treviiio, . C. (2024). Evolucion del
Autismo: Un Recorrido Histérico. Ciencia Latina Revista Cientifica
Multidisciplinar, 8(4), 9346-9356.
https://doi.org/10.37811/cl_rcm.v8i4.13086




1943, Leo Kanner Autistic disturbances of affective

contact
1944, Hans Asperger Sindrome de Asperger (patron “psicopatia
autistica”)
\J/
XX, S. Freud eoria de las madres

esquizofrenicogenéticas
=

1952, la Asociacion Americana de Psiquiatria (APA) publicé el Manual Diagnostico y
Estadistico de los Trastornos Mentales (DSM por sus siglas en inglés)




Version del DSM Categoria Descripcion
DSM-1(1952) Trastomos pscotcos El autsmo esta dentro de b categora de reaccion esquizofrenca, tipo mfantil Los simtomas

< luyen akeracon en ¢l desarrollo, identidad axna 2 b madre, comportamiento atipico, entre
otrox. DSM-5-TR®

~ TEXTO REVISADO -

DSM-I1 (1968) Psxcosts no atrbuxks a condiciones  El autsmo cra consxderado un sintomia de b esquizofrenm de tipo miantil no un diagnostco
fsxas ndependente.

DSM-II1 (1980)  Trastomo profundo del desarrolle El autsmo se reconoce como una categornn mdependiente dnvadida enc 1) Autsmo mfantd, 2)
Trastomo Generakzado del Desamollo de mcwo en b nfancia, 3) Trastorno Generalzado del

Desarrollo atpxco.
DSM-III-R (1987) Trastormos Generalezados del Estos trastornos estaban dividados en: 1) Trastormo Autista, 2) Trastorno Generalezado no
- Desarrolb (TGD) especficado. Se chmna ¢l termmo "nfantd” para aclarar que no es exclusivo de esta ctapa

DSM-IV (19%M) vy Trastormos de muco en b infancm,  Se amplia b chsficacxon: 1) Autsmo, 2) Trastomos de Asperger, 3) Trastormo
DSM-IV-R (2000) nicz adolescencm ( Trastomos Desmtcgrativo de b Infancm, 4) Trastorno Generaleado del Desarrollo no especifcado.
Generalizados del Desarrolio) Permie dugnostcar personas con algunos o todos los rasgos sutistas.

DSM-V (2014) Trastormos del Newrodesarrolio S¢ mtroduce el Trastomo del Espectro Autsta (TEA ), mtegrando s sypuentcs trastomos ¢n
uno sokx: 1) Trastorno Autista, 2) Trastomo de Asperger, 3) Trastormo Generakado del
Desarrolio, excliyendo ¢l Sndrome de Rett. Los crterios dagnostcos mchyen: défict en b
comumcacion ¢ mieracexm socnl comportamentos restricivos o repetitivos, sintomas desde ety
ctapas tempranas, deteroro en arcas funcionakes, v posbk dscapacxdad mickctual o retraso

‘Garcia Salazar, 3., & Huitrado Treviino, J. C. (2024). Evolucion del Autismo: Un Recorrido Histérico. Ciencia Latina
Revista Cientifica Multidisciplinar, 8(4), 4346-A356. https:/fdoi.org/10.372811/cl_rcm.v8i4.13086
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LA MADRE




La "Madre Frigorifica" o "Madre Fria".

1940 a 1970.

-alta de afecto o un estilo de crianza frio e indiferente por parte de Leo Kanner
a madre.

Kanner

Los padres eran personas con un alto nivel intelectual, centradas
en sus carreras y con rasgos que el interpretaba como frios,
reservados u obsesivos

Sesgo: Hijos de médicos, cientificos, escritores, periodistas y

it Bruno Bettelheim
artistds. ‘Lo fortaleza vacia’ (1967)







FARMNACOS

ALGUNOS HITOS EN LA INVESTIGACION EN VACUNAS

VACUNA CONTRA LA VIRUELA
Edward Jenner 1796

LA VACUNA CONTRA LA RABIA
Edward Jenner 1796 1885 Louis Pasteur
LA VACUNA CONTRA TUBERCULOSIS
BCG Albert Calmette y Camille Guerin 1921

VACUNA CONTRA LA FIEBRE AMARILLA
1938 vacuna atenuada 17D Max Theiler
VACUNAS COMBINADAS: DTP 1949

VACUNA CONTRA LA POLIO
VACUNA TRIPLE VIRICA: Sarampion, Inactivada Jonas Salk 1954
Maurice Hilleman 1971 HEPATITIS B: VACUNAS ADN recombinante
1986

VACUNAS CONJUGADAS de polisacaridos

Hib, Men C y neumococo 1987-2000
VACUNOLOGIA REVERSA Men B

2013 Rino Rappuoli

VACUNAS ARNm y vectores virales
COVID-19 2020




Tabla 1.1. Clasificacion de las vacunas

Tipos de vacunas Vacunas atenuadas (vivas) Vacunas inactivadas
Viricas Enteras - Poliomielitis oral (no disponible en - Poliomielitis inyectable
Espania) - Encefalitis transmitida por
- Fiebre amarila gamrapatas
- Rotavirus - Encefalitis japonesa
- Sarampion-rubeola-parotiditis - Hepatitis A
(SRP) - Rabia
- Varicela

- Gripe intranasal

Subunidades - (Grpe fraccionada o de
subunidades
- Hepatitis B
- Virus del papiloma humano

Proteinas de superficie - SARS-CoV-2
Bacterianas Acelulares - Tesferina acelular
Conjugadas polisacarido + proteina - Haemophilus influenzae tipo b

- Meningococos C y ACWY
- Neumococo 10, 13, 15, 20 y 21

valentes
Enteras - Tuberculosis o BCG (no - Colera oral
disponible en Espana)
- Colera oral
- Fiebre tifoidea oral
Polisacaridos capsulares - Fiebre tifoidea parenteral

- Neumococo 23 valente
Proteinas de superficie - Meningococo B

Toxoides - Diftena
- Tétanos



w»

Antigeno
inmuni2ante

Algunas vacunas constan de
un solo antigeno muy
definido, como los toxoides
tetanico o diftéerico, mientras
que la mayoria de vacunas
llevan diferentes antigenos
(vacunas combinadas) en su
composicion

Liquido de
suspension

El agua estéril para inyeccion
o la solucion salina se
utilizan comdnmente como
vehiculo de vacuna o liquido
de suspension. Algunos
productos de vacunas
utilizan fluidos de suspension
mas complejos

Preservantes,
estabilizantes
y antibioticos

Son sustancias utilizadas
para estabilizar los distintos
componentes de la vacuna o

para impedir (o
contaminacion por otros
microorganismos o la
degradacion de la vacuna

Ajyuvantes

Son compuestos
incorporados a las vacunas
inactivadas para aumentar

lan inmunogenicidad de los
antigenos. Los adyuvantes
mas utilizados en vacunas
son: sales de aluminio
(DTPa, hepatitis A,
neumocaocica conjugada),
MESA (escualeno) (gripe),
ASO04 (hepatitis B, VPH),
virosomas (arioe)



HARLY REFORT

| Early report |

lleal-lymphoid-nodular hyperplasia, non-specific colitis, and
pervasive developmental disorder in children

A J Wakefield, S H Murch, A Anthony, J Linnell, D M Casson, M Malik, M Berelowitz, A P Dhillon, M A Thomson,

P Harvey, A Valentine, S E Davies. J A Walker-Smith

Summary

Background We investigated a consecutive senes of
children with chronic enterocoiitis and regressive
development al disorder,

Methods 12 children (mean age 6 years [range 3-10], 11
boys) were referred 1o a paediatric gastroenterology unit
with a history of normal development followed by loss of
acquired skills, including language, together with diarrhoea
and abdominal pain, Children underwent
gastroenterciogical, neurclogical, and developmental
assessment and review of developmental records
leocolonoscopy and biopsy sampling, magnetic-resonance
imaging (MRI1), electroencephalography (EEG), and lumbar
puncture were done under sedation. Barum follow-through
radiogrophy was done where possible. Blochemical,
haematological, and immunoiogical profiles were
examined,

Findings Onset of behavioural symptoms was associated,
by the parents, with measies, mumps, and rubella
vaccination In elght of the 12 children, with measies
infection in one child, and otitis media in another. All 12
children had Intestinal  abnormalities, ranging from
lymphoid nodular hyperplasia 1o aphthoid uiceration
Histology showed patchy chronic inflammation in the colon
in 11 children and reactive lleal lymphold hyperplasia in
seven, but no granulomas. Behavioural dksorders included
autism (nine), disintegrative psychosis (one), and possible
postviral or vaccinal encephalitis (two). There were no
focal neurciogical abnormalities and MRI and EEG tests
were normal. Abnormal laboratory results were significantly
raised urinary methylmalonic acid compared with age
matched controls (p=0-003), low haemogiobin in four
children, and a low serum IgA In four children,

Interpretation We identified associated gastromtesting
disease and developmental regression in a8 group of
proviously normal children, which was generally associated
in time with posssble environmental tnggers

Lancet 1998; 351: 637-41
See Commentary page 611

Inflammatory Bowel Disease Study Group, University Departments
of Medicine and Histopathology (A J Wakefield rucs, A Anthony we
J Unnell mo, A P Dhilion macren, S E Dinvies vacran) and the
University Departments of Paediatric Gastroonterology

(S H Murci wa, DM Casson wacr, M Malik unce

M A Thomaon rece, J A Walkes Sewth recr,), Child and Adolescent
Paychiatry (M Borolow itz racrun), Nowology (P Harvey recr), and
Radiclogy A Valentine rce), Royal Free Hospital and School of
Medicine, London NW3 2Q6G, UK

Comespond wce to: Dr A ) Waketiolo

Introduction

We saw several children who, after a penod of apparent
normality, lost acquired skills, including communication.
They all had gastrointestinal symptoms, including
abdominal pain, diarthoea, and bloaung and, in some
cases, food intolerance. We describe the clinical findings,
and gastrointestinal features of these children.

Patients and methods

12 children, consecutively referred to the department of
pecdiatric pmtroenterology with a history of 8 pervasive
developmental disorder with loss of acquired skills and intestinal
symptoms  (dlarthoca, abdominal pain, bloating and food
intolerance), were mvestigated, All children were admitted to the
ward for | week, accompanied by thewr parents

Clinical investigations
We ook histones, including detmils of mmunsations and
exposure to infectious diseases, and sssessed the children. In 11
cmes the history was obtamned by the semior climcan (JW-S)
Neurological and  psychistric assosments were done by
consultant staff (PH, MB) with HMS-4 cniteria.' Developmental
histories included a review of prospective developmental records
from parcots, bealth visitors, and general practitionens. Four
children dad not undergo psychistnic assessment in hospital; all
had been assessed professionally ehwewhere, 10 these assessments
were used 33 the basis for their behavioural diagnosis

After bowel prepanation, tleocolonoscopy was performed by
SHM or MAT under sedation with midazolam and pethidine
Paired frozen and formalin-fixed mucosal biopsy samples were
tzken from the termunal deum; ascending, transvene,
dewending, and sugmoid colons, and from the rectum. The
procedure wan recorded by video or stilll images, and were
compared with mmages of the previous scven consecutive
pacdiatric colonoscopies (four normal colonoscopies and three
on children with ulcerative colits), i which the physician
reported normal appearances i the termunal deum. Barium
follow-through radiography was possible in some cases

Abo under sedation, cerebral magnetic-resonance imagng
MRI), clectroencephalography (EEG) including visual, brain
stem auditory, and sensory evoked potentials (where comphance
made these possible), and lumbar puncture were done

Laboratory investigations
Thyrodd function, scrum loag-<chain  fatty acids, and
cercbrospenal-fluid lactate were measured to exclude known
causes of chidbood neurodegencrative  discase.  Urinary
methyimalonic acsd was messured i random unne samples from
cight of the 12 children and 14 age-matched and sex-matched
normal controls, by a modificaion of 8 technique descnbed
previounly Chromatograms  were scanned digtally on
computer, to analyse the methylmalonic-acd 2ones from cases
sod controls. Unnary methylmalonic-ackd concentratsons
patients and controbs were compared by s two-sample 1 test
Urninary creatinine was estimnated by routine spectrophotometric
assay

Children were screened for antiendomyseal antbodies and
boys were wroened for fragle-X if this had not been done

THE LANCET » Vol 351 » February 25, 1998

637

1998, Andrew Wakefield et al

Administracion de la vacuna de la triple virica con el

desarrollo de regresion y tr neuroconductuales
(incluido TEA).

12 participantes

QRGP QQGD

DisenNo no controlado.



Autism and measles, mumps, and rubella vaccine: no
epidemiological evidence for a causal association

Review > Vaccines (Basel). 2023 May 2;11(5):926. doi: 10.3390/vaccines11050926.

er, C P Farrington, M C Petropoulos, | Favot-Mayaud, J Li, P A Waight
Why Parents Say No to Having Their Children
Vaccinated against Measles: A Systematic Review of (pand

the Social Determinants of Parental Perceptionson  DQI: 10.1016/s0140-6736(99)01239-8
MMR Vaccine Hesitancy

M Lelinneth B Novilla 1, Michael C Goates 2, Alisha H Redelfs ', Mallory Quenzer 7,
Lynneth Kirsten B Novilla ?, Tyler Leffler 7, Christian A Holt 7, Russell B Doria 3,
Michael T Dang 2, Melissa Hewitt 7, Emma Lind ', Elizabeth Prickett 7, Katelyn Aldridge

Affiliations + expand

PMID: 37243030 PMCID: PMC10224336 DOI: 10.3390/vaccines11050926 178(10):1369-1377. doi: 10.7326/ANNALS-25-00997.
Epub 2025 Jul 15.

Aluminum-Adsorbed Vaccines and Chronic Diseases
in Childhood : A Nationwide Cohort Study

= En 2010 Lancet retirod el estudio, admitiendo sus
. limitaciones y su inadecuacion ética
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PARACETAMOL Y
EMBARAZO




> Environ Health. 2025 Aug 14;24(1):56. di 10.1186/512940-025-01208-0.

Evaluation of the evide ce on acetaminophen use
and neurodevelopmental disorders using the
Navigation Guide methodology

Diddier Prada ', Beate Ritz ¢, Ann Z Bauer 2, Andrea A Baccarelli 4

Affiliations 4+ expand
PMID: 40804730 PMCID: PMC12351903 DOI: 10.1186/s12940-025-01208-0

Revision de estudios previos publicados

46 estudios publicados previamente que se habian centrado en tratar de hallar una
potencial relacion del paracetamol con los trastornos del neurodesarrollo fetal

Asociacion estadistica con el autismo cuando la embarazada toma paracetamol mas de

cuatros semanas seguidas, los autores afirman que el efecto de no tratar la fiebre durante
el embarazo confiere un riesgo aun mayor de alteracion del neurodesarrollo



s

EDITORIAL » Obstet Med. 2022 Feb 22;15(2):77-78. doi: 10.1177/1753495X221080883 [;

Shelter from the storm: Acetaminophen (paracetamol) in pregnancy,
urogenital malformations, and childhood neurodevelopment

Per Damkier %% Kenneth Hodson *°

k bstetric Medicine

Comunicacién v Industria farmacéutica v Profesional Sanitario v Ciudadaniav CNCps
e ROYAL ; @?‘,V A
SOCIETY « ‘ :
MEDICINE
jrmrnu Is

X

La AEMPS informa de que no existe evidencia de una relacién causal entre el
uso de paracetamol durante el embarazo y el autismo en nifios

Inicio » Comunicacién > Notas de seguridad > La AEMPS informa de que no existe evidencia de una relacion causal entre el uso de paracetamol durante el
embarazo y el autismo en nifics

Fecha de publicacién: 23 de septiembre de 2025

Categoria: medicamentos de uso humano, seguridad
Referencia: MUH (FV), 05/2025

Declaracion de la OMS sobre Acetaminophen and pregnancy ~

cuestiones relacionadas con el

autismo

24 de septiembre de 2025 | Declaracién

La Organizaciéon Mundial de |a Salud (OMS}) i
concluyente alguna gue confirme un posible
conocido como paracetamol) durante el emk

En todo el mundo, cerca de 62 millones de p
conjunto diverso de afecciones relacionadas
diagnéstico han mejorado en los dltimos afic
entiende que puede haber muchos factores

A lo largo del dltimo decenio se han llevado
escala, para examinar la relacién entre el cor
este momento, no se ha establecido ningun:

La OMS recomienda a todas las mujeres que
quienes pueden ayudar a evaluar las circuns
Cualquier medicamento debe usarse con pre
mecsas v de acuerdo con los conseins de los

Original Investigation FREE

Acetaminophen Use During Pregnancy and Children’s Risk of

The use of any medicine during pregnancy should be carefully considered. In 2015, FDA
communicated safety findings to the public about the use of pain medicine during
pregnancy. FDA continues to monitor and evaluate the use of pain medicine, including

acetaminophen, during pregnancy. To date, FDA has not found clear evidence that
appropriate use of acetaminophen during pregnancy causes adverse pregnancy, birth,
neurobehavioral, or developmental outcomes. However, FDA continues to recommend
raneaiiltatinn with a haalth rara nrnfaceinnal hafgre use of any medicine, including

it the use of all prescription and over-the-

Autism, ADHD, and Intellectual Disability

Viktor H. Ahlgvist, PhD'; Hugo Sjéqvist, MSc'; Christina Dalman, MD, PhD' ; et al

% Author Affiliations

= RELATED ARTICLES

| Article Information

)

ithout first talking to your health care
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> JAMA Pediatr. 2016 Feb;170(2):117-24. doi: 10.1007/jamapediatrics.2015.3356.

Antidepressant Use During Pregnancy and the Risk of
Autism Spectrum Disorder in Children

Takoua Boukhris 1, Odile Sheehy 2, Laurent Mottron 2, Anick Bérard

Affiliations + expand
PMID: 26660917 DOI: 10.1001/jamapediatrics.2015.3356

Meta-Analysis > J Clin Psychiatry. 2017 Jan;78(1):e48-e58. doi: 10.4088/JCP.15r10194.

The Association Between Antenatal Exposure to

Selective Serotonin Reuptake Inhibitors and Autism:
A Systematic Review and Meta-Analysis

Hilary K Brown 7 2 3 Neesha Hussain-Shamsy 2, Yona Lunsky @ 4, Cindy-Lee E Dennis 2 3,
Simone N Vigod 2 3

Affiliations + expand
PMID: 28129495 DOI: 10.4088/JCP.15r10194
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RR=2.3-2.9

Original Contribution > N Engl J Med. 2024 Mar 21:390(12):1069-1079. doi: 10.1056/NEJMoa2309359.

Prenatal Valproate Exposure and Risk of Autism Spectrum Risk of Autism after Prenatal Topiramate, Valproate,
Disorders and Childhood Autism or Lamotrigine Exposure

. Sonia Herndndez-Diaz ', Loreen Straub 1, Brian T Bateman 1, Yanmin Zhu !, Helen Mogun 7,
Jakob Christensen, PhD; Therese Koops Granborg, M5c; Merete Juul Sgrensen, PhD ; et al Katherine L Wisner 1, Kathryn J Gray ', Barry Lester 1, Christopher J McDougle 7,

» Author Affiliations | Article Information Elyse DiCesare 1, Page B Pennell 7, Krista F Huybrechts

— Affiliations + expand
= RELATED ARTICLES [=] MEDIA [3] FIGURES | SUPPLEMENTAL CONTENT
- PMID: 38507750 PMCID: PMC11047762 DOI: 10.1056/NEJMoa2309359

c N )| B Em OB X:Q
Meta-Analysis > Acta Psychiatr Scand. 2025 Jun;151(6):668-679. doi: 10.1111/acps.13797.

MPS v Medicamentos de uso humane v Medicamentos veterinarios ¥ Productos sanitarios ~» Cosméticos~ Biocidas y cuidado personal v

E DLI b 2 G 2 5 MEI I g. Comunicacidén v Industria farmacéutica v Profesional Sanitario v Ciudadania~ CNCps

Gestational Exposure to Valproate and Autism cima cimavet g IPT
Spectrum Disorder or Attention- D Qo «
Deficit/Hyperactivity Disorder in Offspring: T e

la exposicién paterna

Fecha de publicacién: 15 de enero de 2024 Categoria: medicamentos de uso humano, seguridad Referencia: MUH(FV), 01/2024 Los resultados

SY Ste mat ic REVi Ew a n d Me t a_ = Analys.i S de un estudio observacional retrospectivo realizado en varios registros de los paises escandinavos, sugieren un aumento del riesgo de

trastornes del neurodesarrollo en nifies ¥ nifias cuyos padres habian recibido valproato en los tres [.)

Chittaranjan Andrade ', Natarajan Varadharajan 2, Sharmi Bascarane 3, Akshayee Kale 2,
Jilisha Gnanadhas 2 , Vikas Menon 2 Valproato: evaluacién de la exposicién paterna y riesgo de alteraciones del neurodesarrollo en nifios

Fecha de publicacién: 10 de agosto de 2023 Categoria: medicamentos de uso humano, seguridad Referencia: MUH [FV), 05/2023 Los
resultados de un estudio sugieren un aumento del riesgo de alteraciones del neurcdesarrollo en nifos cuyes padres fuercn tratados con
valproato, en comparacién con otras alternativas, en los tres meses previos a la concepeidn [..]

Valproato | ¥ Depakine / ¥ Depakine Crono): programa de prevencién de embarazos

Fecha de publicacidn: 24 de julio de 2018 Categoria: MERICAMENTOS DE USO HUMANO, SEGURIDAD Referencia: MUH (FV), 10/2018 La
Agencia Espaficla de Medicamentos y Productos sanitarios informa sobre el Programa de Prevencidén de Embarazos para valproato
[Depakine/Depakine Crono) que deben seguir las mujeres en tratamiento. Come continuacién de la nota informativa sebre nuevas [

Affiliations 4 expand
PMID: 40059353 DOI: 10.1111/acps.13797
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Exposicion a metales en el utero y un mayor riesgo de desarrollar TEA

Vulnerabilidad en |la capacidad de detoxificacion en individuos con TEA

CADM:O, PLOMO, NERCURIQ, CESiO...




Meta-Analysis > Chem Res Toxicol. 2020 Nov 16;33(11):2699-2718.
doi: 10.1021/acs.chemrestox.0c00167. Epub 2020 Oct 12.

Exposure to Aluminum, Cadmium, and Mercury and
Autism Spectrum Disorder in Children: A Systematic
Review and Meta-Analysis

Rosalind Sulaiman ', Meng Wang ! 2, Xuefeng Ren ! 3

Affiliations + expand
PMID: 329390432 DOI: 10.1021/acs.chemrestox.0c00167

» Maedica (Bucur). 2011 Oct:6(4):247-57.

Heavy metals and trace elements in hair and urine of
a sample of arab children with autistic spectrum
disorder

Eleonor Blaurock-Busch ', Omnia R Amin, Thanaa Rabah

Affiliations + expand
PMID: 22879836 PMCID: PMC3391939

> Int J Environ Res Public Health. 2019 Jun 28;16(13):2303. doi: 10.3390/ijerph16132303.

Concentrations of Lead, Mercury, Arsenic, Cadmium,
Manganese, and Aluminum in Blood of Romanian
Children Suspected of Having Autism Spectrum
Disorder
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EL AUTISMO TIENE CURA
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