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Resumen dirigido a la ciudadania

Nombre de la
técnica con
pretendida
finalidad sanitaria

Terapia floral (Flores de Bach)

Definicién de la
técnica e
indicaciones
clinicas

Preparados liquidos elaborados mediante maceraciéon o
decoccién en agua de diferentes plantas y su disolucién
posterior en alcohol. Se administran por via oral y tépica.
Si bien sus defensores afirman que estos productos no
tienen una finalidad sanitaria y que solo estan dirigidos a
mejorar el “equlibrio energético” y el estado
psicologico/emocional de la persona, en la practica se
usan para tratar sintomas psicolégicos y también fisicos,
al postular que la mejoria del equilibrio psicoemocional
produciria una auto-curacién de las enfermedades fisicas.

Calidad de la
evidencia

La calidad de los estudios evaluados sobre la eficacia de
la terapia floral (Flores de Bach) es muy baja, es decir,
existe muy poca confianza en los resultados obtenidos.

Resultados claves

Los estudios identificados (28) muestran que la ansiedad
es el problema de salud mas estudiado (12 estudios), con
resultados a favor de la terapia floral en so6lo tres de ellos,
en poblacion no diagnosticada. Para el resto de
problemas de salud, fisicos y mentales, los hallazgos
favorables se han producido casi exclusivamente en los
estudios realizados por el mismo grupo de investigacion
(la mayoria de los estudios no publicados en revistas
cientificas), lo cual arroja importantes dudas sobre sus
resultados. Tampoco existe evidencia de calidad
favorable a la terapia floral procedente de estudios de
otros grupos de investigacion.

Conclusion final

No existe evidencia confiable que apoye la eficacia de la
terapia floral en el tratamiento de sintomas fisicos o
psicoldgicos.
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Summary addressed to citizens

Name of the
technique with
health purposes

Floral therapy (Bach Flowers)

Definition of the
technique and
clinical indications

Liquid preparations made by maceration or decoction
in water of different plants and their subsequent
dissolution in alcohol. They are administered orally and
topically. Although its defenders affirm that these
products do not have a health purpose and that they
are only aimed at improving the “energy balance” and
the psychological / emotional state of the person, in
practice they are used to treat psychological and
physical symptoms, when postulating that the
improvement of the psycho-emotional balance would
produce a self-healing of physical illnesses.

Quality of the
evidence

The quality of the studies that evaluated the efficacy of
floral therapy (Bach Flowers) is very low, that is, there is
very little confidence in the results obtained.

Key Results

Identified studies (28) show that anxiety is the most
studied health problem (12 studies), with results in favor
of floral therapy in only three studies, in undiagnosed
population. For the remaining health problems,
favorable findings occurred almost exclusively in the
studies carried out by the same research group (most
of the studies not published in scientific journals), which
arises serious dubts about their results. There is also no
favorable quality evidence for floral therapy from
studies of other research groups.

Final conclusion

There is no reliable evidence to support the efficacy of
flower therapy in treating physical or psychological
symptoms.
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I. Introduccion

Este informe se enmarca en los objetivos del “Plan de Proteccion de la
Salud frente a las pseudoterapias” impulsado por el Ministerio de
Sanidad y el Ministerio de Ciencia, Innovaciéon y Universidades. Su
principal objetivo es proporcionar a la ciudadania informacion veraz para
que pueda diferenciar las prestaciones y tratamientos cuya eficacia
terapéutica o curativa ha sido contrastada cientificamente de todos
aquellos productos y practicas que, en cambio, no lo han hecho.

El Plan contempla cuatro lineas de actuacién y la primera de ellas
es generar, difundir y facilitar informacion, basada en el conocimiento y
en la evidencia cientifica mas actualizada y robusta de las
pseudoterapias a través de la Red Espanola de Agencias de Evaluacion
de Tecnologias Sanitarias y Prestaciones del Sistema Nacional de Salud
(RedETS).

Con el fin de avanzar en esta direccion se ha asignado una linea de
actividad para el apoyo a la evaluacion de la evidencia cientifica que se
requiere desde el Plan de Proteccibn de la Salud frente a las
pseudoterapias en el marco del Plan de trabajo Anual de la Red de
Agencias de Evaluacién de Tecnologias Sanitarias y Prestaciones del
SNS.

Como punto de partida se elaboré un analisis exploratorio inicial,
basado en una revisidn de las publicaciones cientificas (revisiones
sistematicas y ensayos clinicos), limitada temporalmente al periodo
2012-2018, en una base de datos médica (Pubmed), en el que se
registré6 un listado de 71 de las 138 técnicas o procedimientos
contemplados para los que no se han identificado ensayos clinicos o
revisiones sistematicas publicados durante el periodo 2012-2018 que
proporcionen evidencia cientifica. Por tanto, para estas técnicas no se
localiz6 soporte en el conocimiento cientifico con metodologia lo
suficientemente sélida (ensayos clinicos o revisiones sistematicas) que
sirviera para evaluar su seguridad, efectividad y eficacia, de manera que
se clasificaron como pseudoterapias segun la definicién del mencionado
Plan. Se considera pseudoterapia a la sustancia, producto, actividad o
servicio con pretendida finalidad sanitaria que no tenga soporte en el
conocimiento cientifico ni evidencia cientifica que avale su eficacia y su
seguridad.

Para las restantes técnicas en las que se localizaron publicaciones
cientificas con la buUsqueda realizada, se ha planificado un
procedimiento de evaluacién progresivo, para analizarlas en detalle. En
este marco se incluye la evaluacion de la eficacia y seguridad de la
terapia floral.
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I.1. Descripcion de la terapia floral

La terapia floral de Bach, también conocida como flores de Bach,
remedios o esencias florales de Bach, fue desarrollada en los afios 30
del pasado siglo por el médico inglés Edward Bach [1] y se utiliza
actualmente como terapia complementaria y alternativa. Consiste en un
conjunto de preparados elaborados mediante decocciéon o maceracion
en agua de plantas silvestres originarias de Gran Bretafia y otras areas
geogréficas. La solucion resultante es posteriormente diluida en alcohol,
que actua como conservante (generalmente brandy, en una proporcion
minima del 10%). Usualmente se administran por via oral, mediante
gotas tomadas directamente o diluidas en agua, aunque también se
pueden aplicar de manera tépica [2].

La terapia floral se fundamenta teéricamente en un modelo holistico
de la salud humana que enfatiza las relaciones mente-cuerpo y postula
una etiologia psicoemocional para las enfermedades somaticas. Segun
sus defensores, el tratamiento no persigue curar enfermedades, sino
restaurar el “equilibrio energético” y psicoemocional de la persona. En
este sentido, la terapia floral esta dirigida a mejorar la vivencia o
experiencia psicologica. Se propone que la mejoria producida en el
equilibrio psicoemocional (mediante procesos energéticos desconocidos
por la ciencia actual) a su vez estimula un proceso de autocuracién del
cuerpo [1]. Por tanto, si bien se presenta como una actividad sin
finalidad sanitaria, en muchos casos se utilizan para tratar sintomas o
enfermedades fisicas y psicologicas.

Se han establecido 38 esencias florales, cada una de ellas indicada
para determinados estados mentales o afectivo/emocionales (Anexo 1).
Ademas existe una combinacién de 5 flores (Cherry Plum, Rock Rose,
Clematis, Impatiens y Star of Bethelem), denominada Remedio de
Rescate (RdR), que se usa para el tratamiento agudo de condiciones
graves [3]. Al contrario que los productos fitoterapéuticos, los derivados
de las flores de Bach no contienen principios activos de las flores de las
que proceden, por lo que esta terapia tiene similitudes con los
medicamentos homeopaticos, aunque existen distinciones entre los dos
sistemas [4]. Segun Bach, el efecto de esta terapia se produce a partir
de una “energia vibracional” contenida en las disoluciones y no por las
sustancias disueltas en ellas. Esta teoria de accion no es sustentada por
los conocimientos actuales de fisica y quimica, hecho en el que se
fundamentan las principales criticas a esta terapia, indicando que sus
efectos son atribuibles al placebo. Recientemente, se ha incorporado el
argumento de la accion de nanoparticulas contenidas en las
disoluciones y sus efectos sobre los seres vivos [5,6]. Por otra parte, la
mencionada ausencia de principios activos hace que estas esencias se
consideren productos exentos de riesgos por si mismos, aunque existe
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la posibilidad de que, debido a la creencia en su eficacia, los pacientes
abandonen o sean menos adherentes a los tratamientos médicos
convencionales que se les han indicado.

Inspiradas en la terapia floral de Bach, se han desarrollado otras
esencias florales a partir de plantas de otros paises como Australia
(terapia floral de Bush [7]). Sin embargo, estas derivaciones tienen
actualmente una difusion mucho menor que la terapia floral original de
Bach.

I.2. Descripcion de las indicaciones clinicas

Como se ha dicho, los usos de las distintas esencias florales y sus
combinaciones se refieren a los estados psicoemocionales descritos en
el Anexo 1, y no a enfermedades especificas de caracter fisico o mental.
En el cédigo de practica del Centro Bach de Inglaterra se comenta que
“Al trabajar con el sistema, los practicantes se limitaran a comentar y
seleccionar remedios para estados emocionales y tipos de personalidad
observados, y no intentaran tratar ni diagnosticar ninguna enfermedad
fisica o mental’ (punto 4.4) [8]. Por su parte, en la declaracion de
principios de la Sociedad para el Estudio y Difusién de la Terapia del Dr.
Bach en Catalufia (SEDIBAC) se establece que: “La prdctica de la
Terapia Floral no es una actuacion sanitaria. No establece diagndstico o
tratamiento médico alguno ni autoriza a realizar cambios en ellos. E/
Terapeuta Floral no ofrecerd su terapia como sustitucion de tratamientos
meédicos, psicoldgicos u otros, no aconsejara el incumplimiento de los
mismos ni tampoco la anulacion o retraso en la realizacion de prueba
médica alguna’ (art. 10, punto d) [9].

En la practica, sin embargo, muchas personas usan la terapia floral
con el fin especifico de tratar afecciones fisicas o psicoldgicas (e.g.,
ansiedad, depresién) y de hecho los estudios cientificos publicados
tienen como objetivo el alivio de sintomas de diversa naturaleza. En la
literatura se informa su uso para ansiedad ante los examenes de
estudiantes universitarios [10,11], tratamiento de pensamientos
indeseados [12], Trastorno por Déficit de Atencién e Hiperactividad
(TDAH) [13], tratamiento del dolor [14], depresién [15], menopausia [16],
asi como para el manejo de las emociones en personas con cancer [17].
En Espafia, en el contexto de atencion primaria, existen algunas
experiencias de uso aisladas como terapia complementaria para ofrecer
apoyo emocional [18]. Como se ha comentado anteriormente, este
tratamiento se considera seguro debido a la ausencia de principios
activos en las disoluciones, aunque dado su contenido de alcohol puede
estar contraindicada para personas con historia de adiccion o abuso
[19].

EFICACIA'Y SEGURIDAD DE LA TERAPIA FLORAL 15



I.3. Opciones terapéuticas habituales de
referencia

Considerando la literatura disponible, existen algunas condiciones como
las anteriormente mencionadas (ansiedad, pensamientos indeseados,
TDAH, etc.) donde la terapia floral ha sido mas frecuentemente utilizada;
sin embargo, no existen indicaciones especificas de la terapia floral para
enfermedades fisicas o mentales, por lo que no es posible describir las
opciones habituales de tratamiento.
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II. Alcance y objetivo

Este informe pretende identificar, evaluar criticamente y sintetizar la
evidencia cientifica disponible sobre la eficacia y seguridad de la terapia
floral para el abordaje de cualquier indicacién clinica o condicién de
salud, en personas de cualquier edad.

El informe esta dirigido a profesionales sanitarios, asi como a
pacientes, sus familiares y la poblacién en general.

EFICACIA'Y SEGURIDAD DE LA TERAPIA FLORAL 17






III. Metodologia

Este informe se ha realizado de acuerdo a la Guia para la elaboracion y
adaptacion de informes rapidos de evaluacion de tecnologia sanitaria
(ETS) desarrollada en la RedETS [20]. Se realizd una revision sistematica
(RS) de la literatura, basada en la metodologia Cochrane [21], sobre la
eficacia y seguridad de la terapia floral.

I11.1. Fuentes de informacion y estrategia de
busqueda

En la Tabla 1 se describen las bases de datos electronicas consultadas
hasta julio de 2019 y en el Anexo 2 se describen las estrategias de
busqueda realizadas sin restricciones por idioma.

Tabla 1. Bases de datos electréonicas consultadas

Base de datos Periodo de busqueda
MEDLINE (Ovid) 1946 - julio 2019
EMBASE (Elsevier) 1974 - julio 2019
COCHRANE (Wiley) 1995 - julio 2019
Cinhal (Ebsco) 1982 - julio 2019
AMED (Ovid) 1985 - julio 2019

El proceso de seleccion de los estudios se realizé por dos revisores de
forma paralela e independiente, y en caso de duda y/o desacuerdo entre
ellos se acudié a un tercer revisor, que comprobé los criterios del
protocolo e intentd llegar a un consenso con los otros dos revisores. La
seleccién de los estudios se realizd a partir de los resumenes
recuperados en las bases de datos segun los criterios de seleccion
antes citados y previa valoracion de la relevancia para esta RS.

A continuacion, se recuperaron las publicaciones completas
(incluyendo todas aquellas en las que su elegibilidad no se podia
determinar por el resumen) y se volvié a comprobar la concordancia con
los criterios de la revision. El analisis bibliografico se complementé con
la consulta manual de referencias extraidas de los estudios incluidos, y
una busqueda en varias revistas cubanas de medicina (Anexo 2), dado
que en Cuba la terapia floral de Bach esta incluida en la cartera de
servicios sanitarios publicos y existe una amplia difusion de su uso.

EFICACIA'Y SEGURIDAD DE LA TERAPIA FLORAL 19



También se consultaron las paginas web de la Sociedad para el estudio
y la difusién de la Terapia del Dr. Bach en Catalufia (SEDIBAC) y de la
Asociacion Nacional de Profesionales y Auténomos de las Terapias
Naturales (COFENAT).

Ademas, se consultd a expertos en el area para identificar otras
posibles publicaciones de interés. Las referencias bibliograficas fueron
gestionadas a través del programa Reference Manager 10.

II1.2. Seleccion de estudios

Los estudios fueron seleccionados siguiendo los criterios de seleccién
que se describen en la Tabla 2.

Tabla 2. Criterios de seleccion de los estudios

Criterio

Disefio de estudio

Caracteristicas de la
poblacion

Intervencion

Comparador

Medidas de resultado

20

Criterios de inclusién

Revisiones sistematicas (RS).
Ensayos controlados aleatorizados
(ECA).

Se incluye cualquier formato de
publicacion (articulo, resumen, carta al
editor).

Personas de cualquier edad, con
cualquier patologia o condicion de
salud.

Terapia floral de Bach.

Terapia floral de Bush.

Terapia floral placebo.
Cuidado convencional.

Eficacia:

Reduccién de sintomas.

Calidad de vida relacionada con la
salud (general y especifica, fisica y/o
mental), o cualquiera de sus
componentes por separado (e.g.,
funcionalidad fisica, mental, social,

laboral, actividades de la vida diaria).

Hospitalizaciones.

Visitas a urgencias.

Uso de medicacion.
Satisfaccion con el tratamiento.

Seguridad:

Efectos adversos graves (i.e., que

Criterios de exclusién

Estudios controlados no
aleatorizados.

Estudios no controlados/series
de casos.

Estudios observacionales
(cuantitativos y/o cualitativos).
Revisiones narrativas y opiniones
de expertos.

Tesis doctorales.

Estudios en animales.

Fitoterapia; Homeopatia;
Aromaterapia; Otras terapias
alternativas/complementarias.
Otra terapia floral o distintas
combinaciones de esencias.
Otras terapias
alternativas/complementarias.
Medidas no relacionadas con el
ambito de la salud (e.g.,
rendimiento escolar).
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Tabla 2. Criterios de seleccion de los estudios

Criterio Criterios de inclusién Criterios de exclusién

requieren hospitalizacién o suponen
una amenaza para la vida).
- Efectos adversos leves.
Idioma - Inglés, espariol - Otros idiomas

II1.3. Valoracion de la calidad de los estudios

El riesgo de sesgo de los estudios obtenidos fue valorado criticamente
por dos revisores de forma independiente y las discrepancias fueron
resueltas por consenso. Los instrumentos utilizados fueron la escala
AMSTAR-2 [22] en el caso de las RS y la escala RoB-2 de la Cochrane
[23] para los ECAs.

I11.4. Extraccion de datos y sintesis de la
evidencia

Una vez identificados los estudios a incluir en la revision, se realizé la
extraccion de los datos en fichero Excel (i.e., identificacion del articulo,
disefio, metodologia, poblacién de estudio y resultados). En primer
lugar, se analizaron las RS incluidas y, posteriormente, se revisaron los
estudios primarios obtenidos, identificando los ya incluidos en las RS
previas y los que no (por no ser identificados en ellas o por haber sido
publicados posteriormente).

En el protocolo del informe se planeé un meta-andlisis de aquellas
variables de resultado cuando estuviesen disponibles los datos
suficientes, pero esto no fue posible debido a la heterogeneidad de los
estudios incluidos en cuanto a la poblacién estudiada, medidas
utilizadas o datos reportados. A nivel de los estudios individuales, se
realizaron calculos estadisticos (t-tests, test de x2, asi como regresién
lineal con datos individuales) con los datos disponibles cuando el
analisis estadistico reportado en el articulo se considerd inapropiado o
incompleto.

I1L.5. Participacion de los agentes de interés

La implicacion de los agentes con interés en la terapia floral se planted
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desde el inicio del proceso de evaluacion, con el objetivo de que
pudieran realizar aportaciones sobre los aspectos relevantes para ellos.

Se realizé una invitacidn activa a través de correo electronico a las
asociaciones profesionales y de usuarios relacionadas con la terapia
floral, para aportaran evidencia cientifica sobre la eficacia y seguridad de
la técnica. Se invitd Unicamente a aquellas organizaciones que cumplian
los siguientes criterios: ser entidades en el estado esparfol, estar
relacionadas con las ciencias o el ambito de la salud y estar legalmente
constituidas (ver Anexo 3). Se envié el protocolo de trabajo a estas
asociaciones junto a un formulario de solicitud de informacién en la que
se explicé que el objetivo era Unicamente la aportacion de evidencia
cientifica disponible. Se establecié un plazo de 15 dias para la recepcion
de aportaciones. Se aceptaron también las aportaciones de
organizaciones que no fueron invitadas activamente, siempre y cuando
éstas cumplieran los criterios de participacion mencionados y las
aportaciones se recibieran dentro del mismo plazo de 15 dias.
Finalmente siete organizaciones aceptaron participar pero se obtuvo
respuesta de tres de ellas (ver Anexo 3).

En febrero de 2021 se sometié el informe preliminar a una revision
externa, en la que fueron invitadas a participar organizaciones
relacionadas con la terapia floral, entre las que se encontraban
asociaciones de pacientes, colegios profesionales y sociedades
cientificas. Todas ellas cumplian los criterios anteriormente citados (ser
entidades en el estado espafiol, estar relacionadas con las ciencias o el
ambito de la salud y estar legalmente constituidas).

Finalmente, participaron en el proceso de revision externa tres
organizaciones, recogidas en el Anexo 3.
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IV. Resultados

IV.1. Resultado de la busqueda bibliografica

En la busqueda electronica se identificaron 207 referencias, que
quedaron en 162 tras eliminar duplicados (Figura 1). En la Tabla 3 se
describen los resultados obtenidos en cada una de las bases de datos
electrénicas consultadas.

Tabla 3. Resultados en las bases de datos electronicas consultadas

o
Base de datos (plataforma) M e e

obtenidos
MEDLINE (Ovid) 19
EMBASE (Elsevier) 26
COCHRANE (Wiley) 28
Cinhal (Ebsco) 47
AMED (Ovid) 87
Tolal de referencias con duplicados 207
Total de referencias sin duplicados 162

Del total de referencias obtenidas, se seleccionaron 32 para su lectura a
texto completo, tras la cual se incluyeron 13 referencias: 2 RS [24,25] y
11 ECAs [10,11,33,13,26-32] (en el Anexo 4 se describen las causas de
exclusién de los estudios no incluidos). A partir de la consulta manual en
las RS y ECAs incluidos, la busqueda en revistas cubanas de medicina,
asi como de la literatura aportada por las asociaciones SEDIBAC y
COFENAT, se incluyeron 17 nuevos ECAs: 7 publicados en revistas
cientificas [12,34-39], 4 incluidos en una monografia publicada por el
Grupo Cubano de Investigacion del Sistema Diagndstico-Terapéutico de
Edward Bach (GCl Bach) [40] ([41-44]) y 6 estudios no publicados
(realizados también por dicho grupo de investigacion) incluidos en el
repositorio de la web de SEDIBAC [45] (el afo asignado a estos ultimos
es el de finalizacién del estudio) [46-51].
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Figura 1. Proceso de seleccion de los estudios incluidos en la RS de la eficacia 'y
seguridad

207 referencias identificadas

v

162 referencias sin duplicados

|
v

33 referencias seleccionadas
por titulo/resumen 20 referencias excluidas
- 8 por disefio
- 3 por intervencion
1 por objetivo
- 4 no recuperadas/No disponibles
* - 4 duplicados

v

45 referencias duplicadas

129 referencias excluidas por
titulo/resumen

v

v
|

11 ECAs

17 referencias incluida por busqueda
manual
- 7 publicadas en revistas cientificas
- 4 publicadas en Artiles et al. (2010) [39]
v - 6 no publicadas

2RS 28 ECAs

IV.1.1. Caracteristicas de los estudios incluidos

A continuacion, se sintetizan las caracteristicas mas relevantes de los
estudios seleccionados. En el Anexo 5 se muestran dos tablas con las
caracteristicas de las RS y de los estudios primarios incluidos.

Revisiones sistemdticas

Ernst (2010) [24] incluyé ECAs que analizaban la eficacia y seguridad de
la terapia floral de Bach en cualquier tipo de poblacion o condicion de
salud. Por su parte, la RS de Thaler et al. (2010) [25] incluyé estudios
prospectivos controlados y estudios observacionales en pacientes con
dolor y/o sintomas psicologicos (ver Tabla 4 en Anexo 5).
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ECAs

Para facilitar la transparencia, los nombres de las flores se han transcrito
tal y como son descritos en los respectivos articulos, la mayoria de las
veces con su nombre comun en inglés, aunque en algunas ocasiones
con su nombre cientifico (género o especie). Se ha denominado
“férmula general” a la combinacién de flores (distinta del RdR) o esencia
de una unica flor que se aplica a todos los participantes por igual, y
“férmula individualizada” a la que se aplica a cada participante en
funcibn de un “diagnéstico floral” previo (mediante entrevista,
cuestionario u otras técnicas) (ver Tabla 5 en Anexo 5).

El problema de salud mas frecuentemente evaluado ha sido la
ansiedad (12 estudios [10,11,42,43,27,29-32,34,38,41]), aunque sélo
uno de ellos incluye explicitamente personas con diagndstico clinico de
trastorno mental [27]; el resto incluye estudiantes universitarios con
ansiedad ante los examenes, poblacién no diagnosticada que refiere
ansiedad/estrés, o que supera un punto de corte determinado en un
cuestionario de sintomatologia asociada a la ansiedad/salud mental. El
resto de condiciones de salud evaluadas incluyen solamente uno o dos
estudios cada una. Todos los estudios se realizaron con adultos,
excepto 4 que incluyeron nifios (2 en TDAH [13,26], uno en
gingivoestomatitis herpética aguda [39] y uno sobre succién digital [37]).
Los tamafos muestrales tienen un rango de 7 a 200 participantes, con
una mediana de 53.5.

En cuanto a la intervenciéon, 6 estudios aplicaron el RdR
[10,11,27,31,32,34], todos en ansiedad y con placebo como comparador
(uno mas lo usé en combinacion con otras esencias [26]). De los
restantes, 5 aplicaron un tratamiento individualizado [33,36,46,48,51] y
17 usaron una férmula general; de estos ultimos, 3 usaron la esencia de
una sola flor [12,43,44]. Seis estudios compararon el tratamiento
habitual frente a la combinacién de éste con la terapia floral
[38,37,47,49-51], mientras que el resto usé placebo como comparador.
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IV.1.2. Calidad metodoldgica de los estudios
incluidos

Revisiones sistemdticas

Una descripcidon mas detallada de la valoracién de la calidad
metodolégica de las RS incluidas, evaluadas mediante los criterios
AMSTAR-2, se muestra en la Tabla 6 del Anexo 6.

Ambas RS hacen explicita la pregunta de investigacion y los criterios de
seleccidn, asi como el uso de una estrategia de busqueda bibliografica
exhaustiva y la declaracion de estar libre de conflicto de interés e
influencia inapropiada de finalizacion para la misma.

A diferencia de la RS de Ernst et al. (2010) [24], Thaler et al. (2009)
[25] hacen explicito que la seleccidn de estudios y extraccion de
resultados fue llevada a cabo por revisores indendientes.

Ambas RS evaluaron el riesgo de sesgo de los estudios incluidos y
describieron los estudios con suficiente detalle, aunque ninguna aport6
una lista de estudios excluidos con su justificacién correspondiente. En
ninguna RS se llevo a cabo MA ni sintesis cuantitativa.

ECAs

Tanto el resumen de la valoracién del riesgo de sesgo (Tabla 7) segun la
escala RoB-2 de la Cochrane, como la valoracion completa de la calidad
metodoldgica de los estudios incluidos se muestran en el Anexo 6.

La calificacion de alto riesgo de sesgo en alguno de los dominios
evaluados o la calificacion de riesgo incierto de sesgo en dos o mas
dominios lleva a calificar el estudio con un alto riesgo de sesgo general.
Solo dos estudios [11,28] han sido calificados con un riesgo de sesgo
incierto debido a la falta de informacién sobre el protocolo del estudio
para determinar si los resultados se analizaron siguiendo un plan de
analisis previamente establecido, sin embargo, ningun estudio tiene
publicado un protocolo.

Pocos estudios proporcionan informacion acerca del proceso de
aleatorizacion y ocultacion de la secuencia. Varios estudios se
denominan “doble-ciego”, sin embargo, no ofrecen informacién sobre
los procedimientos de cegamiento llevados a cabo. Algunos estudios no
describen detalladamente los métodos de evaluacion utilizados.

La mayoria de los estudios han sido valorados con bajo riesgo de
sesgo en la publicacion de sus resultados, aunque ninguno realizd
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andlisis por intencién de tratar y en algunos se obtuvo una tasa alta de
abandono.

Todos los estudios han sido evaluados con bajo riesgo de sesgo en
el método empleado para medir los resultados, salvo cuatro
[18,26,31,43] cuya informacion al respecto fue escasa. De estos
estudios, Mehta et al. [26] y Pintov et al. [13] son cartas al editor.

IV.2. Descripcion y analisis de resultados

IV.2.1. Eficacia y seguridad

Revisiones sistemdticas

La RS de Thaler et al. (2009) [25] tenian como obijetivo evaluar la eficacia
y seguridad de las flores de Bach sobre los problemas psicoldgicos y el
dolor. Fueron incluidos 4 ECAs controlados por placebo (3 sobre
ansiedad ante los examenes en estudiantes, y 1 sobre TDAH), que no
obtuvieron resultados significativos. Tres de estos ECAs, asi como un
estudio no controlado incluido [30], ofrecieron datos sobre eventos
adversos; dos de ellos no observaron ninguno, otro sélo uno sin
especificar, mientras que otro observé 3 en cada grupo (en el grupo de
intervencion: dolor de cabeza y erupciones cutaneas; en el grupo
control: vomitos antes del examen, sintomas febriles y estado de animo
depresivo).

Por su parte, la RS de Ernst (2010) [24] identificé 7 ECAs,
incluyendo los cuatro analizados por Thaler et al. (2009) [10,11,13,30].
Entre los tres restantes [32-34], sélo uno encontr6 una diferencia
significativa en una de las variables evaluadas (menos toma de
medicaciéon en mujeres con embarazo postérmino que usaron las flores
de Bach).

ECAs

A continuacién, se describen los resultados de los estudios primarios
incluidos para cada problema de salud y comparacioén analizada. No se
pudo obtener el articulo completo de von Ruhle et al. (1995) [33], por lo
que sus caracteristicas y resultados disponibles han sido extraidos de la
RS de Ernst et al. (2010) [24]. Se presentan primero los estudios que
evallan problemas psicolégico-conductuales (ver Tabla 8 y Tabla 9 en el
Anexo 7) y después los que tratan condiciones fisicas (ver Tabla 10 en €l
Anexo 7).
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IV.2.1.1 Ansiedad/Estrés

FORMULA GENERAL vs. PLACEBO
Pacientes de psicologia

Hernandez et al. (2010) [43] compararon el efecto de Agrimony frente a
placebo en 31 pacientes psicolégicos que mostraban ansiedad, tratados
durante 2 semanas y seguidos por 2 semanas mas. La comparacion
inter-grupo del nivel de ansiedad en ambos puntos temporales no fue
significativa (no se describe con detalle el instrumento de evaluacion,
referenciado como tesis doctoral). Se reportan diferencias
significativamente favorables a la intervencion en el numero de
pacientes que percibieron el tratamiento efectivo, en ambos puntos
temporales (x> =13.0, p<.001, y ¥ = 8.89, p<.005), pero tampoco se
describe adecuadamente la medida (evaluada por entrevista).

Trabajadores con estrés

Salles et al. (2012) [29] incluyeron 34 trabajadores de un centro
educativo que mostraban sintomas de estrés y una puntuacion en el
Cuestionario de Ansiedad Estado-Rasgo (version rasgo) (STAI-T) [52]
mayor de 34 puntos. La férmula utilizada incluia las esencias /mpatiens,
Cherry Plum, White Chestnut y Beech. Tras 2 meses de tratamiento, se
observé una diferencia significativamente favorable a la intervencién en
la reduccion de las puntuaciones en el STAI-S (-16.2 vs. -3.2, p = 0.001;
t-test). No se ofrecen el resto de estadisticos descriptivos, pero se
incluyen dos graficos con las puntuaciones individuales de cada grupo
en los que se observé que el de intervencion mostraba puntuaciones
considerablemente superiores en linea base. Por tanto, se extrajeron y
reanalizaron los datos individuales, confirmando la significacién de dicha
diferencia (t = -5.33, p < 0.001). En un anélisis de regresién multiple con
las puntuaciones post-intervencién como variable dependiente, vy
controlando por las puntuaciones en linea base, el efecto de la
intervencion no fue significativo (B = -0.27, p = 0.314).

Estudiantes universitarios

Cuatro estudios evaluaron el efecto de la terapia floral frente a placebo
en estudiantes con ansiedad a los examenes o estrés. Walach et al.
(2001) [30] incluyeron 61 estudiantes universitarios que reportaban
ansiedad ante los examenes, y que tenian que examinarse en 2
semanas. Se utilizé una mezcla de 10 flores: /mpatiens, Mimulus,
Gentian, Chesnut bud, Rock rose, Larch, Cherry plum, White chesnut,
Scleranthus y Elm. Inmediatamente antes del examen (2 semanas
después de comenzar el tratamiento), no hubo diferencias significativas
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en la reduccién de puntuaciones en el cuestionario 7est Anxiety
Inventory (TAI-G) [53] (t = 0.60, p = 0.55), ni en otras tres medidas:
ansiedad en el periodo de preparacién, ansiedad-estado justo antes del
examen, y un termdémetro de ansiedad (no se reportan los datos
numeéricos).

Fernandez et al. (2010) [41] aplicaron la combinacion de Elim, White
Chestnut, Mimuls, Larch y Walnut, en 28 estudiantes durante 4 dias. La
noche antes del examen el grupo de intervencion mostré una
puntuacién significativamente menor en la subescala de ansiedad
fisiolégica del cuestionario Inventario de Situaciones y Respuestas de
Ansiedad (ISRA-B) [54] (U = 37.5, p < 0.05). No hubo diferencias
significativas en ansiedad cognitiva y motora, ni en los 4 dominios
situacionales (evaluativo, interpersonal, fébico, motor).

Por su parte, Duartes et al. (2010) [42] aleatorizaron 135 estudiantes
a 6 grupos: placebo, RdR, Eim, White Chestnut, Mimuls y Larch, que
fueron tratados durante 4 dias. Se realizaron ANOVAs de medidas
repetidas para cada subescala del cuestionario ISRA-B aplicado la
noche antes del examen, obteniéndose diferencias significativas entre
grupos para las situaciones interpersonales (F = 3.38, p = 0.007), fébicas
(F = 3.25, p = 0.008) y cotidianas (F = 2.98, p = 0.014), no asi para las
evaluativas ni para las tres respuestas de ansiedad (fisiolégica, cognitiva
y motora). No se realizaron contrastes post-hoc ni se ofrecen los
estadisticos descriptivos obtenidos; la inspeccién de los gréaficos
muestra que tanto en las puntuaciones post-intervencién como en la
reduccién desde linea base, el grupo placebo mostré en general
resultados similares o incluso mejores en muchos casos al resto de
grupos.

Por ultimo, Maceo et al. (2013) [38] incluyeron 60 estudiantes. No se
especifica la féormula utilizada ni la duracidn del tratamiento. Los
resultados en el cuestionario Inventario de estrés académico (IEA) [55]
fueron significativamente favorables a la intervencion, con mas
pacientes que lograron reducir su puntuaciones de estrés alto a medio,
0 de medio a bajo (70.0% vs. 23.3%, p < 0.001).

REMEDIO DE RESCATE vs. PLACEBO
Adultos hospitalizados con diagndstico de trastorno psiquidtrico

Muhlack et al. (2006) [27] incluyeron 98 pacientes, diagnosticados de
trastornos de ansiedad, depresién o trastorno esquizoafectivo. Durante
3 dias tomaron el RdR o placebo cuando se sentian ansiosos,
cumplimentando una Escala Visual Analégica (EVA) (que incluia otros
sintomas ademas de ansiedad) inmediatamente antes y media hora
después de la toma. No hubo diferencias significativas en el cambio
medio en el item de ansiedad de la EVA ni en el del cuestionario,
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Symptom Checklist-90-Revised (SCL-90-R) [56] (aplicado antes y
después del tratamiento), ni tampoco en el resto de items de ambos
cuestionarios (p > 0.05). Al excluir a los pacientes con trastorno
esquizoafectivo los resultados no variaron.

Adultos pre-quirdrgicos

Toyota et al. (2006) [34] compararon el RdR con placebo en 40
pacientes que iban a someterse a una operacion quirdrgica, que se
auto-aplicaron el tratamiento cuando lo necesitaban (no se especifica la
duracion total o media del tratamiento). Fueron evaluados mediante EVA
el dia antes de la operacién y tras entrar en el quiréfano (en este
momento se evalu6 también la tasa cardiaca y la presion sanguinea). No
hubo diferencias significativas en ninguna de las variables.

Estudiantes universitarios

Dos estudios analizaron el efecto del RdR sobre la ansiedad ante un
examen en estudiantes universitarios. Armstrong et al. (2001) [10]
incluyeron 100 participantes que tomaron el tratamiento o placebo
durante siete dias antes del examen, y cumplimentaron una EVA cada
dia, asi como el cuestionario STAI-S la noche antes del examen. Sélo 45
completaron el estudio, sin observarse diferencias significativas entre
grupos en las medidas de resultado. Tres pacientes en cada grupo
reportaron efectos adversos: dolor de cabeza (n = 2) y erupciones
cutdaneas en el grupo de intervencion, y vomitos, fiebre y animo
depresivo, respectivamente, en el grupo de placebo.

Por su parte, Halberstein et al. (2007) [11] incluyeron 111
participantes a los que anunciaron un examen (no real) a realizarse 3
horas después, tras lo cual cumplimentaron el STAI-S. Posteriormente,
cada 20 minutos los participantes tomaron las dosis de RdR o placebo,
y 20 minutos después de la quinta toma volvieron a cumplimentar el
STAI-S. No hubo diferencias significativas en el post-test. Sin embargo,
un analisis post-hoc encontrd una diferencia significativa favorable a la
intervencion (ANOVA: F = 4.96, p = 0.03) en el grupo con mayor
ansiedad en linea base (definido como aquellos con al menos una
desviacioén tipica por encima de los valores obtenidos en estudiantes por
los autores del STAI, estudio cuya referencia no se especifica). Un
posterior ANCOVA con toda la muestra ajustando por las puntuaciones
en linea base también resultd significativamente favorable a la
intervencion (F = 40.7, p < 0.001). No hubo efectos adversos.

Otro estudio [32] analizé el efecto del RdR sobre la induccién
experimental de ansiedad en laboratorio (n = 62). Se incluyé un grupo
placebo al que se informé de que estaban tomando el verdadero RdR y
otro que permanecié cegado. Las diferencias evaluadas tras la
intervencion en un inventario de estados mentales tedricamente
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afectados por el RdR no fueron significativas.

Mujeres sanas

Yang et al. (2012) [31] analizaron el efecto del RdR frente a placebo
sobre la funcién cardiaca autonémica, en un ECA cruzado con 7 mujeres
sanas (con un periodo de lavado de un mes). Se observaron diferencias
significativas (p-valores no reportados) en la variabilidad de la tasa
cardiaca, con un menor porcentaje de cambio durante la fase del RdR
en la potencia de baja frecuencia (-15.9 = 7.4% vs. 18.3 = 21.6%), asi
como en la ratio potencia de baja/alta frecuencia (-27.8 + 13.0% vs. 53.2
+ 89.1%).

IV.2.1.2 Trastornos mentales comunes

FORMULA GENERAL vs. PLACEBO

Un resumen publicado por Turrini (2012) [35] incluyd 70 estudiantes
universitarios elegidos segun su puntuacién en un cuestionario de
cribado de salud mental (no se especifica el cuestionario ni el punto de
corte). No se informa de las esencias utilizadas. Los pacientes fueron
evaluados a los 3 y 6 meses del comienzo del estudio con el
cuestionario de salud mental Se/f-Reporting Questionnaire (SRQ-20) [57]
y una escala de bienestar espiritual (no especificada). Hubo una alta tasa
de pérdidas (53% a los 3 meses y 74% a los 6). No se observaron
diferencias significativas en la evaluacién de salud mental (datos
numéricos no reportados). Para la escala de bienestar espiritual no se
reporta la significacién de la diferencia inter-grupos.

IV.2.1.3 Trastorno por déficit de atencién e hiperactividad
FORMULA GENERAL vs. PLACEBO

Pintov et al. (2005) [13] incluyeron 40 nifios con TDAH que fueron
aleatorizados a tratamiento (combinacién de Cherry Plum, Clematis,
Impatiens, Rock Rose y Star of Bethlenhen) o placebo durante 3 meses.
Completaron el estudio 23 nifios; no se mencionan efectos adversos
entre los que abandonaron (debido principalmente a no poder tomar las
gotas regularmente). Ambos grupos mejoraron significativamente en la
escala de Conners [58] (cumplimentado por padres y profesores), pero
no hubo diferencias significativas entre ellos a 1, 2 y 3 meses (t-tests).
Un ANOVA de medidas repetidas tampoco resulto significativo.

Por su parte, Mehta el al. (2002) [26] incluyeron 10 nifios, con
seguimiento a las 3 semanas y 3 meses. La combinacion de flores de
Bach usada consistié en: RdR, vervain, crab apple, y walnut. No hubo
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diferencias significativas en las puntuaciones de los padres en el
cuestionario Columbia Impairment Scale (CIS), pero si en el Childhood
Attention Profile (CAP), con un mejor resultado para el grupo de
intervencion a las 3 semanas (7.0 puntos, p = 0.03) y a los 3 meses (7.2
puntos, p = 0.03). No se especifica el andlisis realizado, ni si se ajusté
por las diferencias en linea base (4.4 puntos). Ningun nifio en el grupo de
intervencion fue hospitalizado y 3 mostraban un buen funcionamiento
sin tomar medicacion; en el grupo control los 5 continuaban medicados
y 3 tuvieron ingresos hospitalarios (ninguna de estas diferencias fue
significativa).

IV.2.1.4 Pensamientos intrusivos
WHITE CHESTNUT vs. PLACEBO

Rodriguez-Martin (2012) [12] incluyé 77 voluntarios entre 18-64 afos, sin
diagnostico de trastorno mental, que reportaban pensamientos
intrusivos. Fueron tratados durante 2 semanas con White Chestnut o
placebo. Los resultados mostraron un efecto significativamente
favorable a la intervencién en la puntuacion total del cuestionario White
Bear Suppression Inventory (WBSI) [59] (d = 0.52, p = 0.034), debida al
efecto significativo sobre la subescala “Pensamientos intrusivos” (d =
0.68, p = 0.006). No hubo diferencias significativas en la subescala
“Supresion de pensamientos” (p = 0.496) ni en la dificultad auto-
percibida para suprimir los pensamientos no deseados (p = 0.086). No
hubo efectos adversos.

Por su parte, Bernal et al. (2010) [44], analizaron la misma
comparacién en 45 adultos mayores de 60 afos tratados durante 2
semanas. Mediante ANOVA de medidas repetidas se obtuvo una
interaccioén significativa grupo x tiempo en el WBSI (F = 6.29, p < 0.05),
con una reduccion en el grupo de intervencién pero no en el placebo. El
efecto de grupo fue significativamente favorable a la intervencion (F =
9.02, p < 0.01).

IV.2.1.5 Disfuncién sexual masculina (no organica)

FORMULA INDIVIDUALIZADA vs. PLACEBO

Antufa et al. [46] incluyeron 115 hombres en psicoterapia por disfuncion
sexual, tratados con una féormula individualizada o placebo durante 6

meses. El porcentaje de pérdidas fue del 28.7%. Al final del tratamiento
hubo significativamente mas participantes en el grupo de intervencion

32 INFORMES, ESTUDIOS E INVESTIGACION



que mostraron remisién (al menos un 80% de intentos sexuales exitosos
en el Ultimo mes, 92.7% vs. 73.2%, RR = 1.27, IC 95%: 1.03, 1.55).

IV.2.1.6 Succioén digital en nifios

FORMULA GENERAL + TRATAMIENTO HABITUAL vs. TRATAMIENTO
HABITUAL

Martinez et al. (2007) [37] incluyd 60 nifios con habito de succion digital,
que fueron tratados con flores de Bach (mas tratamiento habitual:
“psicoterapia, mioterapia bucal y lingual”) o tratamiento habitual solo
(“psicoterapia, mioterapia bucal y lingual, muestra de laminas, modelos
de yeso, conversatorios, juegos didacticos, demostraciones”). La
intervencion (mezcla de Agrimony, Cherry plum, Chicory, Impatients y
Walnui) se continud hasta la desaparicién del habito. A los 6 meses de
comenzar el tratamiento, el porcentaje de pacientes curados fue
significativamente superior en el grupo de intervencion (33.3% vs. 6.6%,
p = 0.010).

IV.2.1.7 Diabetes Mellitus Tipo 2
FORMULA INDIVIDUALIZADA vs. PLACEBO

Mahia et al. (2014) [36] incluyeron 200 pacientes con Diabetes Mellitus
Tipo 2 (DM2) y dislipidemia, sin manifestaciones clinicas de pie diabético
y sin historia de amputacién, que fueron asignados a tratamiento
individualizado o placebo durante 8 semanas. Tras este periodo, el
grupo de intervencion mostrd niveles de glucosa (5.3 vs. 5.8 mmol/L, p =
0.001) y de cortisol (540 vs. 580 mmol/L, p = 0.02) significativamente
menores (célculos propios mediante t-tests de las puntuaciones post-
intervencion, dado que solo se reporta la significaciéon del cambio
intragrupo).

IV.2.1.8 Sindrome de tlinel carpiano

FORMULA GENERAL vs. PLACEBO

Rivas-Suédrez et al. (2017) [28] incluyeron 47 pacientes adultos con
sindrome de tunel carpiano, que recibieron tratamiento tépico con flores

de Bach (Ulmus procera, Ormithogalum umbellatum, Verbena officinalis,
Clematis vitalba, y Carpinus betulus) o placebo durante 21 dias. Ademas
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de estos dos grupos cegados, un tercer grupo fue aleatorizado a recibir
las esencias florales de forma no cegada. Un ANOVA de medidas
repetidas mostré diferencias significativas entre grupos en las cuatro
variables evaluadas: Symptom Severity Scale (SSS) [60] (p < 0.001), EVA
de dolor (p < 0.001), y evaluacion clinica de signos (p < 0.001) y
sintomas (p = 0.001). La comparacion entre los dos grupos cegados
(célculo propio mediante t-tests de las puntuaciones post-intervencion)
fue significativamente favorable a la intervencion para la SSS (t = 4.27, p
< 0.001), EVA (t = 4.24, p < 0.001), Signos (t = 4.26, p < 0.001) y
Sintomas (t = 3.19, p = 0.004). El grupo de intervencién no cegado
obtuvo los mejores resultados, superando significativamente al cegado
en Signos (t = 2.58, p = 0.016) y EVA (t = 2.08, p = 0.047). La tasa de
pacientes que recibieron cirugia fue del 92.3% vs. 43.4% en los grupos
placebo e intervencion cegado, respectivamente (p = 0.004), aunque no
se especifica en qué momento tras el fin de la intervencién.

IV.2.1.9 Hipertensién arterial
FORMULA INDIVIDUALIZADA vs. PLACEBO

Rivas-Suarez [48] analiz6 la efectividad del tratamiento individualizado
frente a placebo en 62 pacientes con hipertension arterial esencial,
tratados durante 6 meses. Los resultados al final del tratamiento fueron
significativamente mejores para el grupo de intervencién en la tension
media (95.5 vs. 105.5 mmHg), sistdlica (126.4 vs. 139.6) y diastdlica
(80.1 vs. 88.5) (p’s < 0.001, t-tests). En el grupo de intervencion hubo
mas personas que suspendieron o redujeron el uso de diuréticos (p =
0.04) y sedantes (p = 0.006) (calculo propio mediante x?; sin diferencias
significativas en beta-bloqueadores anti-célcicos e inhibidores de la
enzima convertidora de angiotensina).

FORMULA GENERAL + TRATAMIENTO HABITUAL vs. TRATAMIENTO
HABITUAL

Valdés y Armas [47] incluyeron 21 pacientes con hipertension leve,
aleatorizados a tratamiento habitual con o sin la adicion de flores de
Bach (Star of Bethiehem, Vine y Oak), durante 2 meses. Se evalud la
tensién arterial una vez al dia durante los 3 dias previos al inicio del
tratamiento, y una vez por semana durante este y los 3 dias posteriores.
Aunque el porcentaje de pacientes que alcanzé valores normales fue
superior en el grupo de intervencién (73% vs. 30%), la diferencia no fue
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significativa (p = 0.09, calculo propio mediante x?).
IV.2.1.10 Tiroiditis crénica con tirotoxicosis

FORMULA INDIVIDUALIZADA + TRATAMIENTO HABITUAL vs.
TRATAMIENTO HABITUAL

En la web de SEDIBAC se incluyen dos estudios de Prado et al. [49],
cada uno de ellos con 30 pacientes con tiroiditis crénica y tirotoxicosis
que fueron aleatorizados a una férmula individualizada mas tratamiento
habitual frente a este ultimo solo. Se informa de que los pacientes
fueron reclutados en los primeros meses de 2003 y 2004,
respectivamente. Sin embargo, a partir de los datos reportados en linea
base y tras el tratamiento, parece claro que el grupo control es el mismo
en ambos estudios, por lo que se describe solamente el realizado en
2003. El tratamiento (uso topico) tuvo una duracion de 4 meses. En el
grupo de intervencién hubo significativamente mas participantes que
mostraron disminucién del noédulo (26.7% vs. 0%, p < 0.01), del bocio
(33% vs. 6.7%, p < 0.01), de las hormonas T3 y T4 (40% vs. 6.7%, p <
0.01) y un aumento de hormonas estimulantes del tiroides (TSH) (86.7%
vs. 6.7%, p < 0.01), asi como una menor puntuaciéon en el indice de
tirotoxicosis (sumatorio de la presencia de 14 sintomas, p < 0.001).

IV.2.1.11 Artrosis de rodilla
FORMULA GENERAL + ULTRASONIDO vs. ULTRASONIDO

Prado et al. [50] aleatorizaron a 20 pacientes con artrosis de rodilla a
recibir terapia de ultrasonido (con el gel inerte habitual) o el mismo
tratamiento pero incluyendo las esencias florales en el gel (E/m, Vervain,
Star of Bethlehem, Willow, Hornbeam, Rock Water). Los pacientes y el
técnico que aplicé el ultrasonido estaban cegados a la intervencion. Se
aplicé el tratamiento de lunes a viernes durante 2 semanas, con
evaluacion de resultados al final de cada una de ellas (dolor auto-
reportado y 5 items de exploracion clinica). A las 2 semanas se observo
una reduccion significativa en ambos grupos en todas las variables
evaluadas, sin diferencias significativas entre ellos. Se informa de un
tiempo menor en el grupo de terapia floral hasta el comienzo de la
mejoria (3.2 vs. 5.6 dias), pero no se especifica como se evalué dicho
comienzo de la mejoria, ni se realiza contraste estadistico (no se ofrecen
las desviaciones tipicas).
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IV.2.1.12 Sindrome premenstrual

FORMULA INDIVIDUALIZADA + TRATAMIENTO HABITUAL vs.
TRATAMIENTO HABITUAL

Yanes y Morales [51] incluyeron a 64 mujeres con dismenorrea y otros
sintomas en los 6 meses previos al estudio, que fueron aleatorizadas a
tratamiento habitual con o sin la adicién de flores de Bach de forma
individualizada. Se realizaron evaluaciones mensuales durante un afo.
No se realizan contrastes estadisticos, por lo que estos se han llevado a
cabo a partir de los datos reportados (t-test y x?). En una escala de dolor
de 6 puntos (0-5), la diferencia a los 12 meses fue significativamente
favorable a la intervencion (1.41 vs. 4.06, p < 0.001). Respecto al uso de
medicacion, estableciendo un nivel de significacién de 0.0045 debido a
las comparaciones multiples (11 medicamentos), significativamente
menos pacientes en el grupo de intervencién usaron Dipirona (p <
0.001), Paracetamol (p < 0.001), Aspirina (p < 0.001), Euparin (p = 0.002)
e Indometacina (p < 0.001). Menos pacientes en el grupo de intervencion
acudieron a urgencias (12.5% vs. 81.3%, p < 0.001) y reportaron
afectacion en las actividades laborales o escolares (11.5% vs. 92.3%, p
< 0.001).

IV.2.1.13 Embarazo postérmino

FORMULA  INDIVIDUALIZADA vs. CONTROL (atencién) vs.
TRATAMIENTO HABITUAL

Von Ruhle et al. (1995) [33] compararon estos tres grupos en 24 mujeres
embarazadas con retraso en el parto. La unica diferencia significativa
observada fue un menor consumo de medicacién durante el parto en el
grupo de intervencion (p = 0.032). No hubo diferencias significativas en
tiempo hasta el parto, tipo de parto, ansiedad o bienestar psicoldgico.

IV.2.1.14 Gingivoestomatitis herpética aguda

FORMULA GENERAL vs. TRATAMIENTO HABITUAL

Pefia et al. (2019) [39] incluyeron 42 nifios con gingivoestomatitis
herpética aguda, tratados hasta la desaparicion de sintomas vy

evaluados a los 7 dias de comenzar el tratamiento. Se emplearon el RdR
y las esencias Vervain, Crac Apple, Agrimony, y Eim. No hubo
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diferencias significativas en el porcentaje de pacientes sin signos
clinicos (Gl: 66.6% vs. GC: 47.6%, p = 0.212). En cuanto a sintomas
psiquicos (irritabilidad y ansiedad, llanto facil y mantenido, trastornos del
suefio), evaluados mediante entrevista a los padres, la diferencia fue
significativamente favorable a la intervencion (47.6% vs. 100%, p <
0.001), aunque no se especifica la codificacion de la medida.
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V. Discusion

En la RS llevada a cabo en este informe sobre la eficacia y la seguridad
de la terapia floral, no se ha identificado ningun estudio que aplicara la
terapia de Bush, por lo que la evaluacion se restringe a las flores de
Bach. No se han identificado RS recientes (tan solo dos publicadas en
los afios 2009 y 2010) y, por tanto, se han valorado todos los estudios
primarios identificados, sin limite de fecha. En un intento de ser
exhaustivos se ha incluido todo tipo de publicaciones, asi como los
estudios no publicados incluidos en el repositorio de SEDIBAC [45]. De
los 28 estudios primarios incluidos, 16 han sido realizados en Cuba, 12
de ellos por el GCI Bach (10 no publicados en revistas cientificas).

El problema de salud mas analizado ha sido la ansiedad (12
estudios); sin embargo, sbélo uno de ellos incluyd pacientes
diagnosticados de trastorno mental [27], mientras que otro incluyo
pacientes de psicologia pero no se especifican los diagnésticos clinicos
que presentaban [43]. Otro estudio evaludé la ansiedad en pacientes
prequirdrgicos, mientras que el resto se realizd en poblacién sana
(mayoritariamente estudiantes universitarios con ansiedad a los
examenes) o0 que reportaba ansiedad/estrés, pero sin diagnostico de
trastorno mental. El resto de las condiciones de salud en las que se han
evaluado las flores de Bach tan solo incluyen un estudio cada una, dos
en algunos casos.

El riesgo de sesgo ha sido calificado como alto para todos los
estudios excepto dos, en los que se ha valorado como incierto. Ningun
estudio publicé un protocolo, y s6lo en un caso se realizé el calculo
previo del tamafno muestral requerido. En la mayoria de ellos no se
ofrece informacion detallada sobre aspectos metodoldégicos basicos
como el método de aleatorizaciéon aplicado o el ocultamiento de la
asignacion. Varios estudios que se denominan de doble-ciego no
ofrecen informacién sobre los procedimientos de cegamiento. En otros
casos los instrumentos o métodos de evaluacion no estan descritos con
suficiente detalle. En algunos estudios se han identificado analisis
estadisticos inapropiados, y en otros ni siquiera se reportan los
estadisticos descriptivos obtenidos (tan solo los inferenciales). Ningun
estudio realiza analisis por intencién-de-tratar, y en algunos de ellos el
porcentaje de pérdidas en el seguimiento fue alto. Todo esto, unido a los
pequefos tamanos muestrales en general, hace que la calidad de la
evidencia disponible sea muy baja para todos los problemas de salud
evaluados.
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En cuanto a los resultados obtenidos, se observa una clara
diferencia en los hallazgos significativos observados entre los estudios
realizados en Cuba (los Unicos que incluyen enfermedades fisicas) frente
a los realizados por otros grupos de investigacion. En los primeros, de
16 estudios incluidos se encontrd alguna diferencia significativa en 12
(para 10 condiciones de salud). Sin embargo, el SESCS considera que
estos resultados son muy poco confiables, por tratarse en su mayoria de
estudios no revisados por pares y realizados por el mismo grupo de
investigacion, y que de hecho son los que muestran las mayores
limitaciones metodoldgicas de las comentadas en el parrafo anterior,
con un reporte procedimental y de resultados que no cumple con los
estandares establecidos internacionalmente [61]. Ademas, estos
estudios se han realizado en un pais donde esta terapia se incluye entre
las prestaciones sanitarias publicas (sin que, como muestra este
informe, exista evidencia de calidad que lo justifique), de lo que cabe
deducir que puede existir un prejuicio favorable hacia su eficacia. Por
otra parte, la estrategia de investigar la eficacia clinica de una terapia
para cualquier problema de salud imaginable, sin un marco tedrico-
operativo preciso y con estudios disefiados sin la adecuada potencia
estadistica, incrementa considerablemente la probabilidad de resultados
espurios [62]. El estudio cubano de mayor calidad metodoldgica es el
realizado por Rivas-Suarez et al. [28] en pacientes con sindrome de
tunel carpiano (férmula de 5 flores, de uso tdpico); obtiene resultados
estadistica y clinicamente significativos, aunque se trata de una muestra
pequefia (n = 47) y seguimiento corto (3 semanas).

Por su parte, de los 12 estudios realizados fuera de Cuba, sélo se
obtuvo alguna diferencia significativa en 4: un ECA cruzado con 7
mujeres sanas en las que se evalud la respuesta cardiaca autonémica
[31]; otro paralelo con 10 nifios con TDAH que encontré un efecto
significativo en uno de los dos cuestionarios aplicados [26]. Respecto a
estos dos estudios, tanto los pequefos tamafos muestrales como las
medidas evaluadas hacen que la evidencia que aportan sea
practicamente anecddtica, y en el caso del TDAH no fue confirmada en
otro estudio con 40 nifios [13] (si bien la combinacién de flores usada
fue diferente y también tiene un alto riesgo de sesgo). Otro estudio, con
24 mujeres con embarazo prolongado, observé un menor consumo de
medicacion durante el parto en el grupo de terapia floral, pero el estudio
no fue controlado por placebo y ademas no hubo diferencias en las
variables principales. Por dltimo, un estudio con estudiantes
universitarios evaluados en clase durante 3 horas, encontré un efecto
significativo sobre la ansiedad ante el examen sélo en el subgrupo de
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mayor ansiedad inicial [63]; sin embargo, se trata de un andlisis post-hoc
y en el resto de estudios con estudiantes no realizados en Cuba no hubo
efectos significativos, con tratamientos de mayor duracion [10,30,32].

En resumen, un andlisis critico de la evidencia disponible no
permite afirmar que la terapia floral de Bach sea efectiva en el
tratamiento de sintomas o trastornos fisicos o mentales. En el caso
concreto de la ansiedad, que ha sido la condicién mas evaluada (en
poblaciones no clinicas), los nulos resultados observados en la mayoria
de los casos cuestionan directamente los mecanismos de accion
tedricos propuestos para la terapia floral, que indican que el efecto de
las esencias se produce fundamentalmente sobre el equilibrio
psicoafectivo de la persona. En cualquier caso, la muy baja calidad de la
evidencia disponible no permite establecer estas conclusiones como
definitivas.

Limitaciones

La principal limitaciébn de esta revisién se refiere a la posibilidad de
sesgo de publicaciéon, que no ha podido ser evaluado formalmente
debido a la imposibilidad de realizar una sintesis cuantitativa de
resultados. Se ha hecho un esfuerzo de exhaustividad en la inclusién de
estudios, mediante la consulta a los agentes implicados. Todos los
estudios identificados no publicados en revistas cientificas han sido
desarrollados en Cuba, y es posible que exista literatura gris no
identificada procedente de otros paises.

El resto de limitaciones tiene su origen en la baja calidad
metodolégica de los articulos incluidos, que no permite extraer
conclusiones sélidas sobre los resultados reportados.
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VI. Conclusiones

e Aunque se han realizado un buen numero de ECAs analizando la
eficacia de la terapia floral de Bach, sélo se han identificado uno o
dos para cada problema de salud evaluado, salvo en el caso de la
ansiedad (mayoritariamente situacional o subclinica). Ademas, su
alto riesgo de sesgo y los pequefios tamafios muestrales empleados
no permiten extraer conclusiones definitivas en ningun caso. No se
han encontrado estudios referentes a la terapia floral de Bush.

e Muy pocos estudios reportan datos sobre seguridad, sin observarse
efectos adversos en aquellos que lo han hecho. La ausencia de
principios activos en las disoluciones empleadas hace que la
ocurrencia de efectos adversos no parezca posible, aunque su
contenido de alcohol podria desaconsejar su uso habitual en
personas con problemas de abuso de esta sustancia. Por otra parte,
existe la posibilidad de que, debido a la creencia en su eficacia, los
pacientes abandonen o sean menos adherentes a los tratamientos
meédicos convencionales que se les han indicado.

e En cuanto a la eficacia, los resultados significativos han ocurrido casi
exclusivamente en los estudios realizados por el mismo grupo de
investigacién, que representan mas de la mitad de los incluidos en
este informe y los Unicos que evaluan enfermedades fisicas. Estos
estudios, en su mayoria no revisados por pares, muestran un muy
alto riesgo de sesgo. Los resultados obtenidos en estudios de otros
grupos de investigacion (que también muestran un alto riesgo de
sesgo) no apoyan la eficacia de la terapia floral.

e En el caso de la ansiedad, la condicién mas evaluada, los resultados
nulos en la mayoria de los casos cuestionan los mecanismos de
accion tedricos propuestos para la terapia floral, que indican que el
efecto de las esencias se produce fundamentalmente sobre el
equilibrio psicoafectivo de la persona.
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Anexos

Anexo 1. Flores de Bach

Flor

Indicacién’

Agrimony (Agrimonia eupatoria)
Aspen (Populus tremula)
Beech (Fagus sylvatica)

Centaury (Centaurium
umbellatum)

Cerato (Ceratostigma
Willmottian)

Cherry Plum (Prunus Cerasifera)
Chestnut Bud (Aesculus
hippocastanum)

Chicory (Cichorium intybus)

Clematis (Clematis vitalba)
Crab Apple (Malus pumila)
Elm (Ulmus procera)

Gentian (Genciana amarella)
Gorse (Ulex europaeus)
Heather (Calluna vulgaris)
Holly (/ex aquifolium)

Honeysuckle (Lonicera
caprifolium)

Hornbeam (Carpinus betulus)

Impatiens (/mpatiens
glandulifera)

Larch (Larix decidua)
Mimulus (Mimulus guttatus)

Mustard (Sinapis arvensis)
Oak (Quercus robun
Olive (Olea europaea)

Pine (Pinus sylvestris)

Red Chestnut (Aesculus carnea)

Tortura mental detras de una cara alegre.
Miedo a cosas desconocidas.

Intolerancia, perfeccionismo.

Incapacidad para decir 'no’.

Falta de confianza en las propias decisiones.

Miedo a perder el control.

No aprender de los errores.

Amor egoista, posesivo, necesidad del aprecio de los

demas.

Sofar con el futuro sin trabajar en el presente,
distraido/a.

Auto-odio, mala imagen corporal. Remedio limpiador

Abrumado/a por la responsabilidad y presiones del
trabajo.

Desanimo después de un revés, pesimismo.
Desesperanza y desesperacion.
Egocentrismo y preocupacién por uno/a mismo/a.

Odio, envidia y celos, sentimiento de victima.
Nostalgia abrumadora por el pasado.
Dilacién, cansancio al pensar en hacer algo.
Impaciencia.

Falta de confianza, competencia pero miedo al fracaso.

Miedo a las cosas conocidas, timidez, personalidad
nerviosa.

Profunda tristeza sin razén.

Holgazaneria.

Agotamiento después de un esfuerzo fisico o mental.
Culpabilidad.

Exceso de preocupacion por el bienestar de los seres
queridos.
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Embase (Elsevier)

34 'conference abstract'/it 3293251
33 ‘conference paper'/it 749308
32 'abstract report'/de OR 'letter'/de 1084800
31 'case report':ti,ab 388379
30 'case study'/de 58795

#10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 2100849
29 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR #26 OR

#270R #28
28 ‘prospective study'/de 500308
27 placebo™:ti,ab 284931
26 ((treble OR triple) NEAR/1 blind*):ti,ab 1015
25 ‘double blind*':ti,ab 196554
24 'single blind*':ti,ab 22356
23 (random* NEAR/2 allocat*):ti,ab 38813
22 rct:ti,ab 31466
21 'randomi*ed controlled trial*':ti,ab 194912
20 'placebo'/de 336229
19 'crossover procedure'/de 58081
18 'double blind procedure'/de 157909
17 'single blind procedure'/de 34003
16 ‘'randomization'/exp 81184
15 'phase 4 clinical trial'/de 3304
14 'phase 3 clinical trial'/de 38105
13 ‘multicenter study'/de 206417
12 ‘controlled clinical trial'/de 426215
11 ‘randomized controlled trial'/de 536242
10 ‘clinical trial'/de 963806
9 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 134
8 (bush NEXT/1 (flower* OR plant* OR therap* OR remed®)):ti,ab 14
7 'bush flower*':ti,ab 1
6 (bach NEXT/3 (flower* OR plant* OR therap* OR remed?)):ti,ab 79
5) ‘bach flower*':ti,ab 67
4 ‘rescue remedy':ti,ab 15
3 'flower essence*':ti,ab 32
2 ‘flower therap™':ti,ab 18
1 'flower remed*':ti,ab 44
CINHAL (Ebsco)

S8 OR S9 OR S10 OR S11 OR S12 OR S13 OR S14 OR S15 OR S16
S21 " ORS17 OR S18 OR S19 OR S20 1,452,380
S20 TX allocat* random* 19,136
S19  (MH "Quantitative Studies") 22,893
S18  (MH "Placebos") 11,352
S17  TX placebo* 109,234
S16  TXrandom* allocat* 19,136
S15  (MH "Random Assignment") 55,308
S14  TXrandomi* control* trial* 252,344
S13  TX((doubl* n1 blind*) or (doubl* n1 mask®) ) 1,036,359
S12  TX( (tripl* n1 blind*) or (tripl* n1 mask*)) 675
S11  TX( (trebl* n1 blind*) or (trebl* n1 mask®) ) 12
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Anexo 3. Organizaciones contactadas

Organizaciones participantes en la revision del protocolo

o Envia
Organizacion Contacto Papel revision

Asociacion de Terapia Floral Integrativa L Representante de P

(ATFI) Junta Directiva - Si

Asociacion Galibach Jos'e Clorliiats Reprgsgr)tante = No
Alvilares Asociacion

Asociacion Nacional de Profesionales y B A

Autonomos de Terapias Naturales Sally Morén Asgciacién Si

(COFENAT)

Soaedalq Esipeiis para l? TEEHEEEEn . Carmen Risuefio Representante de

promocién y uso terapéutico de las esencias bt Sociedad No

florales (SEFLOR) 4

Sociedad para el Estudio de la Difusion de la Elli(;‘;r(\j/ﬁlgr;?;o Representante de Si

Terapia del Dr. Bach de Catalufia (SEDIBAC) Garsin 9 Sociedad

Sociedad Espanola de Medicina Naturista Pablo Saz Representante de No

Clasica (SEMNC) Sociedad

Asociacion Navarra para el Estudio y Emma Garde Representante de No

Difusién de las Esencias Florales (FLOBANA) Sanchez Asociacion

Organizaciones contactadas sin respuesta en la revision del

protocolo

Organizacion

Aloe Vera Ourense FLP

Asociacion Espafola de Médicos Naturistas (AEMN)

Asociacion Internacional de Medicinas Tradicionales y Terapias Alternativas

Asociacion Komyo Reiki Canarias de Terapias Alternativas

Asociacion Loraldi

Mundo Armonia Tenerife

Organizaciones participantes en la revision externa del informe

Organizacion

Asociacion Nacional de Profesionales y Auténomos de Terapias Naturales (COFENAT)

Asociacion para Proteger al Enfermo de Terapias Pseudocientificas (APETP)

Fundacion Terapias Naturales (FTN)
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Anexo 4. Estudios excluidos

Disefio:

1.

2.

Armstrong NC, Barnes J, Ernst E (1998). A randomised controlled trial of five-flower remedy for
examination anxiety: preliminary results. Focus on Alternative & Complementary Therapies.

Ernst E (2001). E. Ernst's rejoinder to P. Mittman and D. Ullman on the Bach Flower Remedy
Study. Complementary health practice review.

Halberstein RA, Sirkin A, Ojeda-Vaz MM (2010). When less is better: a comparison of Bach Flower
Remedies and homeopathy. Focus on Alternative & Complementary Therapies.

Howard J (1990). The Bach flower remidies step by step.

Hyland ME, Geraghty AWA, Joy OET, Turner S (2006). Spirituality predicts outcome independently
of expectancy following flower essence self-treatment. Journal of psychosomatic research.
Jhaveri H (2001). Depression treated by Bach remedies. National Journal of Homoeopathy.

Masi MP (2003). Bach flower therapy in the treatment of chronic major depressive disorder.
Alternative Therapies in Health and Medlicine.

Corréa Castello AP (2011). Relationship Between Treatment With Bachs Flower Remedy and
Spiritual Well-Being of People With Common Mental Disorder. Trial: NCT01324674.
Https://clinicaltrials gov/show/nct01324674.

Intervencion:

9. Hicks Balgobin S (2016). Impact of Bach Flower Remedies on Stress Among Emergency and
Health Service Workers. Positive Health.

10. Prado De Negreiros N, Silva DF, Santim MD, Brandao LC (2014). Placebo controlled study for
assessment of bach flower and state of anxiety in the treatment of patients with overweight a pilot
study. Clinical Nutrition.

11. Cai T, Verze P, La Rocca R, Anceschi U, De Nunzio C, Mirone V (2017). The role of flower pollen
extract in managing patients affected by chronic prostatitis/chronic pelvic pain syndrome: a
comprehensive analysis of all published clinical trials. BMC Urology.

Objetivo:

12. Hyland ME, Whalley B (2008). Motivational concordance: an important mechanism in self-help

therapeutic rituals involving inert (placebo) substances. Journal of psychosomatic research.

No recuperadas / No disponibles:

13.

14.

Ernst E (2000) [Bach flower therapy. What is the value of a water-brandy mixture?]. MMW
Fortschritte der Medizin.

Silva MJI (2014). Effects of Flower Essences in Individuals with Anxiety. Journal of Alternative &
Complementary Medicine.

15. - (2018) Effect of Floral Therapy on Anxious Overweight Adults.
16. - (2016) Flower Essences in relieving anxiety during labor.
Duplicados:

17.

18.

19.

20.

Halberstein R (2007). A false-positive result with Bach flower remedies? Focus on Alternative &
Complementary Theraples.

Fisher P (2000). Bach flower remedy is ineffective for examination nerves. Focus on Alternative &
Complementary Theraples.

Prado De Negreiros N, Tavares ARDS, Horstmann H, Couceiro KDN (2015). SUN-LB019: Placebo-
Controlled Study for Evaluation of Commercially Available Formula GC-Bach Flower for Weight
Loss and Binge Eating in Obese Patients. Clinical Nutrition.

Walach H, Rilling C, Engelke U (1999). Bach-Flower remedies are ineffective for test-anxiety:
results of a blinded, placebo-controlled, randomized trial.
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Anexo 5. Caracteristicas de los estudios incluidos

Tabla 4. Caracteristicas de las RS incluidas

Bases de datos Evaluacién del

1°" autor consultadas y L Lo N° estudios . Problema de salud y medidas de
(afio) fecha de Criterios de seleccion incluidos ”Zse%g:e resultado incluidas
blsqueda
MEDLINE, L X
Embase, AMED, 1) Voluntarios sanos y pacientes, independientemente Eficacia de la terapia floral en :
Cochrane de la enfermedad que padecieran y de las medidas diferentes condiciones de salud:
Ernst (2010) Library y Biosis de resultado o el tipo de intervencién de control 7 estudios -Ansiedad
empleada Escala Jadad . .
[24] (ECASs) -Ansiedad ante exdmenes
(blisqueda 2) Eficacia de la terapia floral de Bach -Embarazo con retraso en el parto
hasta mayo de 3) Disefio: ECAs _TDAH
2010)
1) Pacientes con dolor y/o sintomas psicolégicos
MEDLINE, 2) Intervencion sélo con flores de Bach
Er;bcasshg\rf P 3) Comparacion con placebo 6 estudios Eficacia y .seguridad de Ila .terapia
Libra 4) Medidas de resultado: Reduccién del dolor, mejoria (3 ECAs, 1 L floral en diferentes condiciones de
Thaler 157 de los sintomas. eventos adver , Criterios salud:
(2009) [25] © 108 SITIOMaS, EVENTos acversos ECA cruzado Cochrane . .
. 5) Disefio: 1) Estudios prospectivos controlados sin y 2 series de -Ansiedad ante examenes
(bisqueda limitaciones del tamafio de la muestra para explorar casos) _TDAH

hasta junio de

2008) eficacia; y 2) Estudios prospectivos controlados y

estudios observacionales con tamafio muestral > 30
para explorar efectos adversos

ECAs: Ensayos Controlados Aleatorizados; RS: Revisiones Sistematicas; TDAH: Trastorno por déficit de atencion e hiperactividad
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Anexo 6. Calidad metodologica de los estudios
incluidos

Escala AMSTAR-2 para evaluar el riesgo de sesgo de las RS
incluidas

Tabla 6. Nivel de calidad de las RS incluidas. Escala AMSTAR-2

Ernst (2010) [24] Thaler (2009) [25]
1. ¢Las preguntas de investigacion y los criterios de
inclusién para la revision incluyen los componentes Si Si
PICO?
2. ¢Elreporte de la revision contiene una declaracién
explicita de que los métodos de la revision fueron
establecidos con anterioridad a su realizacion y Si Si
justifica cualquier desviacion significativa del
protocolo?
3. ¢Los autores de la revisién explicaron su decision o 7
- N ’ s Si Si
sobre los disefios de estudio a incluir en la revisién?
4. ;Los autores de la revisién usaron una estrategia de si Si
busqueda bibliogréfica exhaustiva?
5. ¢Los autores de la revision realizaron la seleccion q
) : No se comenta Si
de estudios por duplicado?
6. ¢Los autores de la revision realizaron la extraccion q
. No se comenta Si
de datos por duplicado?
7. ¢Los autores de la revisiéon proporcionaron una lista
. . A . No No
de estudios excluidos y justificaron las exclusiones?
8. ¢Los autores de la revision describieron los estudios si Si

incluidos con suficiente detalle?

9. ¢lLos autores de la revision usaron una técnica
satisfactoria para evaluar el riesgo de sesgo de los No aplica Si
estudios individuales incluidos en la revision?

10. ¢Los autores de la revision reportaron las fuentes de "
: Y L ) L No Si
financiacion de los estudios incluidos en la revisién?

11. Si se realiz6 un MA, ¢los autores de la revision
usaron métodos apropiados para la combinacion No MA No MA
estadistica de resultados?

12. Sise realiz6 un MA, ¢los autores de la revision
evaluaron el impacto potencial del riesgo de sesgo
en estudios individuales sobre los resultados del MA
u otra sintesis de evidencia?

No MA No MA
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Resumen de la valoracion del riesgo de sesgo (Escala RoB-2 de
la Colaboracion Cochrane)
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Valoracion completa de la calidad metodologica de los ECAs incluidos (Escala RoB-2 (Colaboracion

Cochrane)

Estudio: Armstrong (2001)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Nivel de ansiedad la noche antes del examen (medida de resultado principal): Instrumento: STA

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being
assessed.

No hubieron diferencias significativas con la escala STAI en la reduccién de la ansiedad; STAI
State | score (p=0.501); STAI State Il (p=0.481). Tampoco hubieron diferencias significativas con
la escala VAS

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)

to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

3

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

LT ]

Personal communication with trialist
Personal communication with the sponsor

hich of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments Response options

1.1 Was the allocation sequence random?

No se describe secuencia de aleatorizacion

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants

A A A No se especifica
were enrolled and assigned to interventions? P

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups

No hay desequilibrios aparentes observados, cualquier desequilibrio es

Yes / Probably yes / Probably No / No /
No information

suggest a problem with the rand process? compatible con el azar

Risk-of-bias jud, Bajo riesgo de sesgo

Low /High / Some concerns
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Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados,
ya que la asignacion se realizé de forma aleatoria a la condicién
(intervencién de flores de Bach vs. placebo)

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

Los evaluadores y personal del estudio no eran conscientes del grupo al
que fueron asignados los participantes y el personal del estudio (personal
farmacéutico que realizé la asignacion) estaba ciego a la condicién de
intervencion. Los evaluadores que explicaron el nimero de dosis por dias
a los participantes, no conocian el nimero que se les asigné a cada bote.

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

No applicable / Yes / Probably yes /

intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?

2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate lysis used to the effect of

assignment to intervention?

Los andlisis por protocolo utilizados no fueron apropiados debido al alto
numero de abandonos tras la aleatorizacion

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

Existe la posibilidad de un impacto sustancial en los resultados debido a la
falta de andlisis por Intencién de Tratar

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

El estudio proporciona informacion sobre todos los resultados de los
participantes

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by ing outcome data? No aplica Probably no / No

3.3 If N/PN to 3.2: Could mi in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
2.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

pended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados es apropiado; se utilizé el STAI para
medir el nivel de ansiedad de los participantes durante 3 veces a lo largo
del estudio

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Las medidas utilizadas para medir la ansiedad (STAI) fue comparable en
ambos grupos y utilizados en puntos temporales comparables

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

Los evaluadores no eran conscientes de la intervencién que recibié cada
participante, ya que el andlisis de los datos fue cegado

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No aplica

No applicable / Yes / Probably yes /
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been influenced by knowledge of intervention received? Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /
was infl d by knowledge of intervention received? P Probably no / No / No information
Risk-of-bias jud, Bajo riesgo de sesgo Low / High / Some concerns
Domain 5: Risk of bias in selection of the reported result
::c‘::‘::n:::vei::\aath:;zoggzzg :::Ir?:ltlz:atll{:tegv;l finalized El protocolo del estudio no esta disponible para contrastar si se llevaron a Yes / Probably yes / Probably no / No /
e P P ysis p . cabo los andlisis previstos No information
before oL data were available for ysis?
Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...
Yes / Pi | P I N
5.2. ... multiple outcome measurements (e.g. scales, definitions, El protocolo del estudio no parece estar disponible, por lo que no se es / Probably yes / ro_bab yno/No/
a . L . . ) " s h > No information
time points) within the outcome domain? dispone de la intencién de los andlisis que permita una evaluacién
El protocolo del estudio no parece estar disponible para contrastar si una Yes / Probably yes / Probably no / No /
5.3 ... multiple eligible analyses of the data? medicion se analizé de multiples maneras elegibles aunque, el analisis de No information
covarianza se realizé ajustado por linea base
Risk-of-bias judg t Riesgo de sesgo incierto Low / High / Some concerns
Overall risk of bias
Risk-of-bias judg it | Alto riesgo de sesgo (dominio 2) Low / High / Some concerns
Estudio: Duartes (2010)
Study design
Individually-randomized parallel-group trial
Cluster-randomized parallel-group trial
|| Individually randomized cross-over (or other matched) trial
Specify which out 1e is being d for risk of bias: Ansiedad ante los exdmenes evaluada con la escala: ISRA-B.
Specify the numerical result being assessed. In case of multiple alternative analyses being Hubieron diferencias significativas (p<0.005) en todas las escalas del ISRA-B excepto para la la
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a subescala “fébica” con un disefio de medidas repetidas e interaccién de dos factores. Sin
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being embargo, no se pudieron confirmar para comparaciones inter-sujetos.
assessed.

Is the review team’s aim for this result...?
[ x_| toassess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)
Journal article(s) with results of the trial

Trial protocol
Statistical analysis plan (SAP)

EFICACIA Y SEGURIDAD DE LA TERAPIA FLORAL 77




Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)

“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Personal communication with trialist
Personal communication with the sponsor

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

No hay informacién sobre la generacion de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants

were enrolled and assigned to interventions?

No hay suficiente informacion

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomizati

No hay desequilibrios aparentes observados, cualquier desequilibrio es

Yes / Probably yes / Probably No / No /
No information

process?

compatible con el azar

Risk-of-bias jud

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention

during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio no fue consciente del grupo al que fueron
asignados los participantes

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

No applicable / Yes / Probably yes /

intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?

2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate lysi:

used to

assignment to intervention?

the effect of

Aunque el protocolo del estudio no estéa disponible, parece que se realizé
una andlisis apropiado para estimar el efecto de la asignacion a la
intervencion (Analisis de pruebas no paramétricas de dos muestras
independientes y medidas repetidas)

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there p
(on the result) of the failure
to which they were randc

ial for a

to analyse participants in the group
ized?

No se dispone de suficiente informacion para conocer si hubo posibilidad
de impacto sustancial en los resultados debido a la falta de analisis de los
participantes en el grupo en que fueron asignados

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,

participants randomized?

Parece que el 100% de los participantes completaron el estudio, por tanto,
no han podido marcar una diferencia en los resultados.

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

it data?

biased by

No aplica

No applicable / Yes / Probably yes /
Probably no / No
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3.3 If N/PN to 3.2: Could in the outcome depend on

No applicable / Yes / Probably yes /

its true value? No aplica Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado, se utilizé la
escala ISRA-B para evaluar la ansiedad a nivel fisiolégico, cognitivo y
motor

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado (Nivel de ansiedad con Escala ISRA-B) fue
comparable en ambos grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencién recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention r ived?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded ot data were available for lysis?

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible pero se realizaron pruebas
paramétricas para la comparacién de dos muestras independientes y
medidas repetidas en puntos temporales determinados

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para contrastar si una
medicion se analizé de multiples maneras elegibles

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud.

[ Alto riesgo de sesgo (dominio 2)

Low / High / Some concerns

Estudio: Fernandez (2010)

Study design

Individually-randomized parallel-group trial

|| Cluster-randomized parallel-group trial

| | Individually randomized cross-over (or other matched) trial

EFICACIA Y SEGURIDAD DE LA TERAPIA FLORAL

79




Specify which outcome is being assessed for risk of bias: Ansiedad ante los exdmenes evaluada con la escala: ISRA-B

Specify the numerical result being assessed. In case of multiple alternative analyses being Hubo diferencias significativas en la reduccion de la respuesta fisiolégica de ansiedad favorable
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a hacia el grupo experimental (0.020) p<0.05 y representado graficamente (tabla 4).

reference (e.g. to a table, figure or paragraph) that uniquely defines the result being
assessed.

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments

Response options

1.1 Was the allocation sequence random? No hay informacién sobre la generacion de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants

were enrolled and assigned to interventions? No hay suficiente informacion

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups No hay desequilibrios aparentes observados, cualquier desequilibrio es Yes / Probably yes / Probably No / No /
suggest a problem with the randomization process? compatible con el azar No information
Risk-of-bias jud, Riesgo de sesgo incierto Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of El personal del estudio no fue consciente del grupo al que fueron

Yes / Probably yes / Probably no / No /

participants' assigned intervention during the trial? asignados los participantes No information
2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the No applicable / Yes / Probably yes /
intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?

2.4. If Y/PY to 2.3: Were these deviations from intended
intervention balanced between groups?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information
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2.5 If N/PN/NI to 2.4: Were these deviations likely to have
affected the outcome?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

2.6 Was an appropriate lysis used to the effect of

assignment to intervention?

Aunque el protocolo del estudio no estéa disponible, parece que se realizé
un andlisis apropiado para estimar el efecto de la asignacion a la
intervencion (Andlisis de pruebas no paramétricas)

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there po | for a sub itial i
(on the result) of the failure to analyse participants in the group
to which they were randomi

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

Parece que el 100% de los participantes completaron el estudio, por tanto,

no han podido marcar una diferencia en los resultados

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by missing out data? No aplica Probably no / No / No information
3.3 If N/PN to 3.2: Could in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3 4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

ded on its true value?

Probably no / No / No information

Risk-of-bias judg

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado, se utilizé la
escala validada “ISRA-B” para evaluar la ansiedad a nivel fisiolégico,
cognitivo y motor

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado (Nivel de ansiedad con Escala ISRA-B) fue
comparable en ambos grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencién recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was infl d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias jud

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

before unblinded ot data were available for lysis?

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no parece estar disponible, pero se realizaron
andlisis de comparaciones intergrupos en puntos temporales determinado

Yes / Probably yes / Probably no / No /
No information
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Yes / Probably yes / Probably no / No /

El protocolo del estudio no parece estar disponible para contrastar si una No information

i igil ?
SELInuipiERlioibiSinalSesofihcldatar medicion se analizé de multiples maneras elegibles

Risk-of-bias jud. t Riesgo de sesgo incierto Low / High / Some concerns

Overall risk of bias

Risk-of-bias judg | Alto riesgo de sesgo (dominios 1y 5) Low / High / Some concerns

Estudio: Forshaw (2009)

Study design

Individually-randomized parallel-group trial

|| Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias: Ansiedad ante los exdmenes, irritabilidad, sensacion de vacio

Specify the numerical result being assessed. In case of multiple alternative analyses being Las puntuaciones de estrés se redujeron significativamente después del tratamiento con flores
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a de Bach, aunque no hubo diferencias significativas entre los grupos de tratamiento (abstract)
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this result...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
| | to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

LT ]

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments Response options

Yes / Probably yes / Probably No / No /

1.1 Was the allocation sequence random? No se explicita la generacion de la secuencia H .
No information
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1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

La secuencia de asignacion no estuvo oculta

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

No hay suficiente informacion que explicite si hubo desequilibrios aparentes
observados

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud,

Alto riesgo de sesgo

Low / High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio fue consciente de la asignacion a la intervencion

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

No se dispone de suficiente informacion para conocer si las desviaciones
surgieron por el contexto experimental

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

affected the outcome?

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

2.6 Was an appropriate lysis used to the effect of

assignment to intervention?

El protocolo del estudio no esta disponible pero los andlisis realizados
(analisis de disefio mixto 3x4) de varianza son apropiados para estimar el
efecto de la intervencion

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg t

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

EI 100% de los participantes (n=62) completaron el estudio ya que la
medicion fue inmediata, por tanto, es poco probable que los resultados
hayan podido marcar una diferencia importante en el efecto estimado de la
intervencion

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

depended on its true value?

biased by outcome data? No aplica Probably no / No

3.3 If N/PN to 3.2: Could mi in the outcome depend on N ) No applicable / Yes / Probably yes /
B o aplica

its true value? Probably no / No

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

Probably no / No

Risk-of-bias jud

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado: Escala de auto-
reporte para estados mentales estresantes (20 items)

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Parece que la medida de resultado principal (irritabilidad y sensacién de
vacio) fue comparable entre los grupos (inicio, después de la 12 prueba,
después de la intervencion y después de la prueba 2), de forma inmediata

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome ors aware of

La medida de resultado del participante es autoreportada, por tanto es

Yes / Probably yes / Probably no / No /
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the intervention received by study participants?

poco probable que la evaluacién de la medida de resultado haya sido
influenciada por el conocimiento de la intervencidn recibida

No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was infl d by knowledge of intervention r ived?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

before unblinded outcome data were for lysis?

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible para conocer los andlisis
realizados y pero al tratarse de una medida de resultado inmediata (al
finalizar la 22 prueba) no es probable que el resultado numérico haya sido
seleccionado

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no esta disponible pero los andlisis realizados
parecen ser apropiados

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud,

[ Alto riesgo de sesgo (dominio 1)

Low / High / Some concerns

Estudio: Halberstein (2007)

Study design

Individually-randomized parallel-group trial

|| Cluster-randomized parallel-group trial

| | Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this resuilt...?

Nivel de ansiedad ante los exdmenes (pre-post) con la escala S-Anxiety

nivel bajo (p=0.66)

Solo hubo diferencias significativas en el nivel alto de ansiedad (p=0.03), nivel medio (p=0.53),

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)

- to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)
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Journal article(s) with results of the trial
Trial protocol
Statistical analysis plan (SAP)

“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial

Research ethics application

LT

Personal communication with trialist
Personal communication with the sponsor

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

El proceso de generacion de la secuencia de asignacion se realizd
mediante nimeros aleatorios por ordenador

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No hay informacién

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

No hay informacién

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio no fue consciente del grupo al que fueron
asignados los participantes

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

No applicable / Yes / Probably yes /

affected the outcome?

intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?

2.4. If Y/PY to 2.3: Were these deviations from intended . No applicable / Yes / Probably yes /
f o hal ah No aplica . d
intervention k b 1 groups? Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

used to the effect of

2.6 Was an appropriate lysi:
ignment to intervention?

El protocolo del estudio no esta disponible, sin embargo, no se espera que

Yes / Probably yes / Probably no / No /
No information

haya grandes desviaciones por el tipo de intervencion realizada

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

Lo hubieron datos perdidos. el 100% de los participantes completaron los
datos

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No aplica

No applicable / Yes / Probably yes /
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biased by outcome data?

Probably no / No

3.3 If N/PN to 3.2: Could in the outcome depend on

No applicable / Yes / Probably yes /

its true value? No aplica Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir el resultado fue apropiado (Escala S-Anxiety) con
una escala altamente validada

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado (Nivel de ansiedad con Escala S-Anxiety) fue
comparable
en ambos grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention r ived?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

El protocolo del estudio no esta disponible

Yes / Probably yes / Probably no / No /
No information

before unblinded outcome data were ilable for lysis?

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

No es probable que el resultado numérico haya sido seleccionado, ya que
sélo se realizaron dos puntos en el tiempo

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no esta disponible aunque parece que se
realizaron todos los andlisis posibles

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias judg

[ Alto riesgo de sesgo (dominio 5)

Low / High / Some concerns

Estudio: Hernandez (2010)

Study design
- Individually-randomized parallel-group trial

Cluster-randomized parallel-group trial
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|:| Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

assessed.

Is the review team’s aim for this result...?

Journal article(s) with results of the trial
Trial protocol
Statistical analysis plan (SAP)

“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial
Research ethics application

Personal communication with trialist
Personal communication with the sponsor

LT ]

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

Ansiedad vivencial en un grupo de participantes atendidos en consulta psicoldgica:, medida con
autorreporte vivencial y entrevistas

No hubieron diferencias significativas intergrupos en cuanto a los reportes de ansiedad, aunque
si entre comparaciones intragrupo.

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
|| toassess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)
Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments Response options

1.1 Was the allocation sequence random?

Yes / Probably yes / Probably No / No /

No se explicita la generacioén de la secuencia H .
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

Yes / Probably yes / Probably No / No /

No existe suficiente informacion H .
No information

1.3 Did baseline differences between intervention groups

No hay desequilibrios aparentes observados, cualquier desequilibrio es Yes / Probably yes / Probably No / No /

No information

suggest a problem with the rand process?

compatible con el azar

Risk-of-bias jud,

Riesgo de sesgo incierto Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron
asignados

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio (terapeuta) no fue consciente del grupo al que
fueron asignados los participantes

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

No applicable / Yes / Probably yes /

No aplica Probably no / No / No information
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2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

Aunque el protocolo del estudio no esta disponible, parece que se realizé

2.6 Was an appropriate lysis used to the effect of una andlisis apropiado para estimar el efecto de la asignacion a la Yes / Probably yes / Probably no / No /

assignment to intervention? intervencion (Analisis de pruebas no paramétricas de dos muestras No information
independientes y comparacién de medidas relacionadas)

2.7 If N/PN/NI to 2.6: Was there po ial for a sub itial impact

(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud.

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

Parece que el 100% de los participantes completaron el estudio, por tanto,
no han podido marcar una diferencia en los resultados

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by outcome data? No aplica Probably no / No / No information
3.3 If N/PN to 3.2: Could in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado: autorreporte
vivencial y entrevistas

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado (nivel de ansiedad con autorreporte vivencial y
entrevistas) fue comparable en ambos grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencién recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention r ived?

Probably no / No / No information

Risk-of-bias jud,

Alto riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded ot data were available for lysis?

No hay informacién, el protocolo del estudio parece no estar disponible
para contrastar si se llevaron a cabo los analisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...
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El protocolo del estudio no esta disponible pero se realizaron disefios no Yes / Probably yes / Probably no / No /
paramétricos (U de Mann-Whitney y Test de Friedman) en puntos del No information
tiempo determinados

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

Yes / Probably yes / Probably no / No /

El protocolo del estudio no parece estar disponible para contrastar si una No information

. . P
gEnnipleleloblelapalves=liislcatad medicion se analizo de multiples maneras elegibles

Risk-of-bias jud, Riesgo de sesgo incierto Low / High / Some concerns
Overall risk of bias
Risk-of-bias judg it | Alto riesgo de sesgo (dominio 4) Low / High / Some concerns

Estudio: Maceo (2013)

Study design

Individually-randomized parallel-group trial

|| Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias: Estrés académico medido con el Inventario de estrés académico (IEA)

Specify the numerical result being assessed. In case of multiple alternative analyses being La terapia floral mostrd eficacia en los estudiantes con alto nivel de estrés X2c (6,65) > X2t
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a (3,84) (tabla 2) y con niveles medios de estrés X2c (11,21) > X2t (3,84) (tabla 3)

reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this result...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

Domain 1: Risk of bias arising from the randomization process
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Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

La generacion de la secuencia de aleatorizacion se llevo a cabo a través
de una tabla de nimeros aleatorios

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

No se especifica si hubo diferencias significativas entre ambos grupos en
las puntuaciones de linea base

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias judgement

Bajo riesgo de sesgo

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

during the trial?

2.1. Were participants aware of their assigned intervention

Se comenta que es un estudio cegado simple

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

Se comenta que es un estudio cegado simple, por lo que los
investigadores no estuvieron cegados a la condicién de los grupos

Yes / Probably yes / Probably no / No /
No information

context?

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental

No se produjeron desviaciones de la intervencién prevista

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

affected the outcome?

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

2.6 Was an appropriate
assignment to intervention?

ysis used to

the effect of

El andlisis que se llevd a cabo fue un contraste de hipétesis (prueba X2 de
Friedman).

Yes / Probably yes / Probably no / No /
No information

to which they were randomized?

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group

No se aporta suficiente informacién

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

participants randomized?

3.1 Were data for this outcome available for all, or nearly all,

Parece que el 100% de los participantes completaron el estudio (N=60)

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

depended on its true value?

biased by ing outcome data? No aplica Probably no / No

3.3 If N/PN to 3.2: Could mi in the out depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método de evaluar los resultados fue adecuado para registrar la medida
principal

Yes / Probably yes / Probably no / No /
No information

differed between intervention groups?

4.2 Could measurement or ascertainment of the outcome have

La medida de resultado fue comparable en ambos grupos y en
temporalidad

Yes / Probably yes / Probably no / No /
No information

90

INFORMES, ESTUDIOS E INVESTIGACION




4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

Se especifica que se trata de un estudio simple ciego y los resultados son
auto-reportados en la escala IEA

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention r ived?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded outcome data were ilable for lysis?

El protocolo del estudio parece no estar disponible para contrastar si se
llevaron a cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de andlisis multiples

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de andlisis multiples

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias juc

[ Alto riesgo de sesgo (dominio 2)

Low / High / Some concerns

Estudio: Muhlack (2006)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this result...?

Cambio en el item 15 (ansiedad) de la EVA y puntuacion en escala SCL-90R

EVA: No diferencias significativas entre el grupo de intervencion y el grupo control (p=0.335)
SCL-90R: reduccidn significativa de la ansiedad en el grupo placebo (p=0.009)

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)

| | to assess the effect of adhering to intervention (the ‘per-protocol’ effect)
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Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments

Response options

1.1 Was the allocation sequence random?

No se describe secuencia de aleatorizacion

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the rand

No reportan diferencias significativas entre los grupos

Yes / Probably yes / Probably No / No /
No information

process?

Risk-of-bias jud, t

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

En el titulo de especifica que se trata de un estudio cegado, sin embargo,
no se describe cémo se llevéd a cabo

Yes / Probably yes / Probably no /
No / No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

En el titulo de especifica que se trata de un estudio cegado, sin embargo,
no se describe cémo se llevé a cabo

Yes / Probably yes / Probably no /
No / No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental

El protocolo del estudio no esta disponible, sin embargo, no se espera que
haya grandes desviaciones por el tipo de intervencion realizada

No applicable / Yes / Probably yes /
Probably no / No / No information

affected the outcome?

context?

2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? P Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

2.6 Was an appropriate lysi:
assignment to intervention?

used to the effect of El protocolo del estudio no esta disponible para poder contrastar si se

realizé un andlisis apropiado. No se comenta andlisis por intencidn a tratar

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group

No se aporta suficiente informacion

No applicable / Yes / Probably yes /
Probably no / No / No information

to which they were randomized?
Risk-of-bias judg t

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

De los 98 participantes que se incluyeron en el estudio se analizaron los
datos de 87 participantes (>5% pérdidas). No se especifica el motivo de las

Yes / Probably yes / Probably No / No /
No Information
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pérdidas y los datos estan disponibles sélo para los participantes que
completaron el estudio

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not
biased by missi t data?

No se especifica el método de andlisis para corregir el sesgo debido a la
falta de datos en los resultados

No applicable / Yes / Probably yes /
Probably no / No information

3.3 If N/PN to 3.2: Could
its true value?

in the outcome depend on

No hay suficiente informacion

No applicable / Yes / Probably yes /
Probably no / No / No information

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome
d ded on its true value?

No hay suficiente informacion

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud, t

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado, se utilizaron las
escala EVA y SCL-90

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado fue comparable en ambos grupos

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

En el titulo se especifica que se trata de un estudio doble ciego y los
resultados son auto-reportados en la escala EVA

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by kr ledge of intervention received?

Probably no / No / No information

Risk-of-bias jud

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

El protocolo del estudio parece no estar disponible para contrastar si se
llevaron a cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

before unblinded ot data were available for lysis?

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de analisis multiples

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de analisis multiples

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud,

[ Alto riesgo de sesgo (dominios 1-3 y 5)

Low / High / Some concerns
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Estudio: Salles (2012)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Is the review team’s aim for this resuilt...?

Journal article(s) with results of the trial
Trial protocol
Statistical analysis plan (SAP)

“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial

Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Nivel de ansiedad

Specify the numerical result being assessed. In case of multiple alternative analyses being En ambos grupos aumenta la ansiedad. Pero las diferencias de puntuaciones entre la medida
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a inicial y la final en el grupo de intervencion es de 16.2 y en el grupo control es de 3.2. Indicando
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being una diferencia significativa p=0.001 de acuerdo a la t de student

assessed.

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)

Company-owned trial registry record (e.g. GSK Clinical Study Register record)

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments Response options
1.1 Was the allocation sequence random? Se reath una lista de nimeros aleatorios para la generacién de la Yes / Probably yes / Prolbably No/No/
secuencia No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

Yes / Probably yes / Probably No / No /

El personal del estudio estuvo cegado la secuencia de asignacion a N
No information

1.3 Did baseline differences between intervention groups No hay desequilibrios aparentes observados, cualquier desequilibrio es Yes / Probably yes / Probably No / No /
suggest a problem with the randomization process? compatible con el azar No information
Risk-of-bias judg it Bajo riesgo de sesgo Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
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2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio no fue consciente del grupo al que fueron
asignados los participantes

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

No applicable / Yes / Probably yes /

intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?

2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate lysis used to the effect of

assignment to intervention?

Los andlisis por protocolo utilizados no fueron apropiados debido al alto
numero de abandonos tras la aleatorizacion. No se realizé un analisis por
Intencién de Tratar.

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randc

Existe la posibilidad de un impacto sustancial en los resultados debido a la
falta de andlisis por Intencién de Tratar

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Low / High / Some concerns

Alto riesgo de sesgo

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

Las pérdidas fueron superiores al 5% (de los 34 aleatorizados hubieron 4
pérdidas) lo cual ha podido marcar una diferencia en los resultados

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not
biased by missing outcome data?

No se especifica el método de andlisis para corregir el sesgo debido a la
falta de datos en los resultados

No applicable / Yes / Probably yes /
Probably no / No

3.3 If N/PN to 3.2: Could
its true value?

in the outcome depend on

N o existe informacion suficiente que permita valorar los motivos de
abandono en el seguimiento

No applicable / Yes / Probably yes /
Probably no / No / No information

3 4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome
ded on its true value?

No hay informacién suficiente para evaluar si la falta de informacién en el
resultado podria depender de su verdadero valor

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg

Alto riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados es apropiado; se utilizé el STAI
(ampliamente validada) para medir el nivel de ansiedad de los participantes

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Las medidas utilizadas para medir la ansiedad (STAI) fue comparable en
ambos grupos y utilizados en puntos temporales comparables

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacién de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result
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Gl WEm e d_ata Lt produ.c_ed s re§ult ELElE I _ El protocolo del estudio no esta disponible aunque los andlisis realizados Yes / Probably yes / Probably no / No /
accordance with a pre-specified analysis plan that was finalized b "
e Thor e P L parecen ser acordes No information
before jed outcome data were for ysis?
Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...
5.2. ... multiple outcome measurements (e.g. scales, definitions, No es probable que el resultado numérico haya sido seleccionado, ya que Yes / Probably yes / Probably no / No /
time points) within the outcome domain? solo hay un punto en el tiempo No information
5.3 ... multiple eligible analyses of the data? El protocolo del es_tudio no esta disponible aunque los andlisis realizados Yes / Probably _yes/ Propably no/No/
parecen ser apropiados No information
Risk-of-bias jud Riesgo de sesgo incierto Low / High / Some concerns
Overall risk of bias
Risk-of-bias jud, [ Alto riesgo de sesgo (dominios 2 y 3) Low / High / Some concerns
Estudio: Toyota (2006)
Study design
Individually-randomized parallel-group trial
| | Cluster-randomized parallel-group trial
- Individually randomized cross-over (or other matched) trial
Specify which outcome is being assessed for risk of bias: A nsiedad medida a través de la escala EVA, presién sanguinea, ritmo cardiaco y frecuencia de
ingesta del remedio de rescate
Specify the numerical result being assessed. In case of multiple alternative analyses being N o diferencias significativas en presion sanguinea, ritmo cardiaco y escala EVA entre ambos
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a grupos (Tabla 2 y Figura 2 de los resultados).
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being La frecuencia de la ingesta del remedio de rescate disminuyé significativamente en el grupo de
assessed. intervencion en comparacion con la ingesta del grupo de control (Figura 1 de los resultados)

Is the review team’s aim for this result...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)

Company-owned trial registry record (e.g. GSK Clinical Study Register record)

“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
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Personal communication with trialist
Personal communication with the sponsor

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

No se describe secuencia de aleatorizacion.

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups

No reportan diferencias significativas entre los grupos en las puntuaciones
de linea base del cuestionario.

Yes / Probably yes / Probably No / No /
No information

suggest a problem with the rand process?

Risk-of-bias jud

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

En el titulo de especifica que se trata de un estudio cegado, sin embargo,
no se describe cémo se llevé a cabo

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

En el titulo de especifica que se trata de un estudio cegado, sin embargo,
no se describe cémo se llevé a cabo

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

El protocolo del estudio no esta disponible, sin embargo, no se espera que
haya grandes desviaciones por el tipo de intervencion realizada.

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate ysi:
assignment to intervention?

used to the effect of

El protocolo del estudio no esta disponible para poder contrastar si se
realizé un analisis apropiado. Sin embargo, los analisis realizados no
parecen ser los mas apropiados en este tipo de estudio.

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

La exclusion de los 4 participantes de los andlisis se llevé a cabo por el no
seguimiento por parte de los participantes de la pauta de administracion de
la terapia floral

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

De los 40 participantes que se incluyeron en el estudio, 37 lo completaron
(>5% pérdidas). Sin embargo, el motivo de las exclusiones fue debida al no
seguimiento por parte de los participantes de la pauta de administraciéon de
la terapia floral.

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No aplica

No applicable / Yes / Probably yes /

biased by outcome data? Probably no / No

3.3 If N/PN to 3.2: Could in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome
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4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado, se utilizé la EVA
y la medicién de la presién sanguinea y ritmo cardiaco.

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado fue comparable en ambos grupos.

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

No se dispone de suficiente informacién para conocer si los evaluadores
eran o no conscientes de la intervencién que recibié cada participante, sin
embargo, al tratarse de medidas objetivas (presién sanguinea y ritmo
cardiaco) el cegamiento de los evaluadores podria no influir en los
resultados. En relacion a la EVA, al tratarse de una medida auto-reportada
(EVA), el cegamiento de los participantes lleva a pensar que no hubo
influencia en los datos reportados.

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias jud, t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

before unblinded outcome data were ilable for lysis?

El protocolo del estudio parece no estar disponible para contrastar si se
llevaron a cabo los andlisis previstos.

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de andlisis multiples.

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de analisis multiples.

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias judg

Riesgo incierto de sesgo

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud

[ Alto riesgo de sesgo (dominios 1,2 y 5)

Low / High / Some concerns

Estudio: Walach (2001)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% Cl 0.83 to 2.77) and/or a

Ansiedad ante los exdmenes (medida de resultado principal) con la escala TAI-G
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reference (e.g. to a table, figure or paragraph) that uniquely defines the result being (p=0.86)
assessed.

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

LT ]

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments

Response options

1.1 Was the allocation sequence random? No se informa el método se secuencia de asignacion

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants

5 A 3 No hay informacion
were enrolled and assigned to interventions? Yy

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups . L
No hay informacion

Yes / Probably yes / Probably No / No /

suggest a problem with the randomization process? No information
Risk-of-bias jud Riesgo de sesgo incierto Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of El personal del estudio no fue consciente del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /

participants' assigned intervention during the trial? los participantes No information
2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the No applicable / Yes / Probably yes /
intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?
2.4. If Y/PY to 2.3: Were these deviations from intended . No applicable / Yes / Probably yes /
q o — ety No aplica . d
intervention k b 1 groups? Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /
affected the outcome? Probably no / No / No information
2.6 Was an appropriate lysis used to esti the effect of El protocolo del estudio no esta disponible, aunque debido al bajo tamafio Yes / Probably yes / Probably no / No /
ignment to intervention? de la muestra parece apropiado estimar el efecto de la asignacién a la No information
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intervencion (Andlisis factorial 2x3 de medidas repetidas ANOVA) no se
realizaron andlisis ITT

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

Casi todos, el nimero de datos de resultados faltantes es suficientemente
pequefio como para que los resultados no hayan podido marcar una
diferencia en los resultados.

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by outcome data? No aplica Probably no / No / No information
3.3 If N/PN to 3.2: Could mi in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesog de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir el resultado fue apropiado (TAI-G) con una escala
ampliamente validada

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado (Nivel de ansiedad con TAI-G) fue comparable en
ambos grupos y en temporalidad.

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencién recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was infl d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias jud,

Baja riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded ot data were available for lysis?

El protocolo del estudio no esta disponible, sin embargo, no se espera que
haya grandes desviaciones por el tipo de intervencion realizada

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de analisis multiples

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no esta disponible aunque parece que se
realizaron todos los anélisis posibles

Yes / Probably yes / Probably no / No /
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No information

Risk-of-bias judg Risgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud,

| Alto riesgo de sesgo (dominios 1,2 y 5)

Low / High / Some concerns

Estudio: Yang (2012)

Study design

Individually-randomized parallel-group trial
Cluster-randomized parallel-group trial

|| Individually randomized cross-over (or other matched) trial

Specify which ot 1e is being d for risk of bias:

Variabilidad en la frecuencia cardiaca, evaluada mediante los indices de dominio: LF: baja
frecuencia y HF: alta frecuencia.

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being
assessed.

Hubieron diferencias significativas entre los dos grupos: el porcentaje medio de cambio en los
indices de dominio fue de 15,9+/-7,4% en el grupo de intervencion, frente a 18,3+/-21,6% del
grupo control

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
|| toassess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments Response options

1.1 Was the allocation sequence random?

No hay informacién sobre la generacion de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants No informacion

Yes / Probably yes / Probably No / No /
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were enrolled and assigned to interventions?

No information

1.3 Did baseline differences between intervention groups
suggest a problem with the rand process?

No se dispone de suficiente informacion de referencia til para conocer

Yes / Probably yes / Probably No / No /
No information

las caracteristicas iniciales de los participantes

Risk-of-bias jud

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

No hay informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

No hay informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

No se dispone de suficiente informacion para conocer si las desviaciones
surgieron por el contexto experimental

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate lysis used to the effect of No se dispone de suficiente informacion para valorar si los anélisis Yes / Probably yes / Probably no / No /
ignment to intervention? realizados fueron apropiados No information
2.7 If N/PN/NI to 2.6: Was there p ial for a itial impact No se dispone de suficiente informacion para conocer si hubo posibilidad

(on the result) of the failure to analyse participants in the group
to which they were randomized?

de impacto sustancial en los resultados debido a la falta de analisis de los
participantes en el grupo en que fueron asignados

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

No existe suficiente informacion suficiente sobre los resultados de los
participantes

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not
biased by missing out data?

No existe suficiente informacién para determinar si la falta de datos pudo
influir en el resultado

No applicable / Yes / Probably yes /
Probably no / No

3.3 If N/PN to 3.2: Could
its true value?

in the outcome depend on

No existe suficiente informacién para conocer si hubieron datos perdidos
de los participantes

No applicable / Yes / Probably yes /
Probably no / No / No information

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome
depended on its true value?

No existe suficiente informacién para determinar si la falta de resultados
depende de las diferencias entre los grupos, las circunstancias del ensayo,
etc.

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg

Alto riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado, se utilizé la
medicion de alta y baja frecuencia cardiaca

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Aunque la medida de resultado es auto-reportada, no se dispone de
suficiente informacion para conocer fue comparable en ambos grupos

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado es auto-reportada y aunque se trate de un
abstract, es poco probable que la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have

No aplica

No applicable / Yes / Probably yes /
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been influenced by knowledge of intervention received?

Probably no / No / No information

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome

No aplica

No applicable / Yes / Probably yes /

was infl d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before I

blinded ot data were available for ysis?

El método para medir los resultados parece ser apropiado, se utilizé la
medicion de alta y baja frecuencia cardiaca

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

Aungue la medida de resultado es auto-reportada, no se dispone de
suficiente informacion para conocer fue comparable en ambos grupos

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

La medida de resultado es auto-reportada y aunque se trate de un
abstract, es poco probable que la medida de resultado haya sido
influenciada por el conocimiento de la intervencién recibida

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias judg t

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud

| Alto riesgo de sesgo (dominio 2 y 3)

Low / High / Some concerns

Estudio: Turrini (2012)

Study design

Individually-randomized parallel-group trial
Cluster-randomized parallel-group trial

|| Individually randomized cross-over (or other matched) trial

d for risk of bias:

Specify which out 1e is being

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this result...?

Bienestar espiritual en estudiantes con trastorno mental comdn

Hubieron resultados estadisticamente significativos para mejorar el bienestar espiritual de
estudiantes con trastornos mentales comunes (parrafo resultados y conclusiones)

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial
Trial protocol

Statistical analysis plan (SAP)
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“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial

Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

No se explicita la generacion de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No hay suficiente informacion

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the rand process?

No hay suficiente informacion para conocer si existen o no desequilibrios
aparentemente observados o éstos son producidos por el azar

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias judg t

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

No hay informacién sobre el cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

No hay informacién sobre el cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

No se dispone de suficiente informacion para conocer si las desviaciones
surgieron por el contexto experimental

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate ysi:
assignment to intervention?

used to the effect of

El protocolo del estudio no esta disponible para conocer qué analisis
realizaron los investigadores

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

to which they were randomized?
Risk-of-bias judg t

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

Hubo un alto porcentaje de pérdidas en la 2% evaluacion y al final (>5%), lo

cual ha podido marcar una diferencia en los resultados

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not
biased by ing outcome data?

No se especifica el método de andlisis para corregir el sesgo debido a la
falta de datos en los resultados

No applicable / Yes / Probably yes /
Probably no / No

3.3 If N/PN to 3.2: Could missing
its true value?

in the outcome depend on

No existe informacion suficiente que permita valorar los motivos de
abandono en el seguimiento

No applicable / Yes / Probably yes /
Probably no / No / No information
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3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome
d ded on its true value?

No hay informacién suficiente para evaluar si la falta de informacién en el
resultado podria depender de su verdadero valor.

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud

Alto riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

Aunque el método para medir los resultados parece ser apropiado “escala
de bienestar espiritual”, el numero de items de dicha escala

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

No existe suficiente informacién para valorar si la medida de resultado
(escala de bienestar espiritual) fue comparable en ambos grupos y en
temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es auto-reportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have
been influenced by knowledge of intervention received?

Es poco probable que el conocimiento de la intervencién recibida haya
influido en resultado, ya que el resultado es auto-reportado.

No applicable / Yes / Probably yes /
Probably no / No / No information

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome

was infl d by kr ledge of intervention received?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

hii 1ot

before ded outcome data were le for

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible, aunque se llevaron a cabo
andlisis de regresion logistica para medidas repetidas

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para contrastar si una
medicion se analizé de multiples maneras elegibles

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud

Riesgo incierto de sesgo

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud,

[ Alto riesgo de sesgo (dominios 2 y 3)

Low / High / Some concerns

Estudio: Mehta (2002)

Study design

Individually-randomized parallel-group trial

- Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

Cambio en puntuacion de inatencion e hiperactividad en las escalas CAP y CIS

Diferencias significativas sélo en la escala CAP (p = 0.02).
Las diferencias entre las puntuaciones en la escala CAP fueron 4,4 al inicio, 7,0 en el primer
seguimiento (p = 0,03) y 7,2 en el segundo seguimiento (p = 0,03).
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assessed.

Is the review team’s aim for this resuilt...?

Journal article(s) with results of the trial
Trial protocol
Statistical analysis plan (SAP)

“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial

Research ethics application

Personal communication with trialist
Personal communication with the sponsor

[ x ] to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
|| toassess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)
Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

No se describe secuencia de aleatorizacion

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

No se reporta si hubo diferencias significativas entre los grupos

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud.

Riesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

No se ofrece informacién acerca del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

No se ofrece informacién acerca del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

El protocolo del estudio no esta disponible, sin embargo, no se espera que
haya grandes desviaciones por el tipo de intervencion realizada.

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

affected the outcome?

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

the effect of

2.6 Was an appropriate lysis used to
assignment to intervention?

En el estudio no se describe el método de andlisis y el protocolo del
estudio no esta disponible para poder contrastar qué tipo de andlisis se
llevé a cabo

Yes / Probably yes / Probably no / No /
No information
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2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No se aporta suficiente informacion

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

Parece que el 100% de los participantes completaron el estudio (N=10)

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by outcome data? No aplica Probably no / No

3.3 If N/PN to 3.2: Could in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado, se utilizaron las
escalas CAP y CIS.

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

No se dispone de suficiente informacioén para conocer si hubo diferencias
significativas entre los grupos en linea base.

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

Se trata de una medida auto-reportada y no se dispone de suficiente
informacion para conocer si los pacientes estaban cegados para
determinar si hubo influencia en los datos reportados.

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have
been influenced by knowledge of intervention received?

No se dispone de suficiente informacién para valorar si el conocimiento de
la intervencion recibida pudo afectar a los resultados

No applicable / Yes / Probably yes /
Probably no / No / No information

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome
was infl d by knowledge of intervention received?

No se ofrece informacion

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg t

Alto riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded ot data were available for lysis?

El protocolo del estudio parece no estar disponible para contrastar si se
llevaron a cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de andlisis multiples.

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de andlisis multiples.

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias judg

[ Alto riesgo de sesgo (dominios 2 y 4)

Low / High / Some concerns
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Estudio: Pintov (2005)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias: Cambio en puntuacién de inatencién e hiperactividad en cuestionario Conner
Specify the numerical result being assessed. In case of multiple alternative analyses being No diferencias significativas entre ambos grupos de intervencion antes y después del
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a tratamiento en las puntuaciones del cuestionario Conner

reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments Response options

Yes / Probably yes / Probably No / No /

1.1 Was the allocation nce random? No se describe secuencia de aleatorizacion. H .
as the allocation sequence rando No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

Yes / Probably yes / Probably No / No /

No se especifica No information

No se reportan diferencias significativas entre ambos grupos en
caracteristicas demograficas ni en las puntuaciones de linea base del
cuestionario

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias judg it Bajo riesgo de sesgo Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
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2.1. Were participants aware of their assigned intervention
during the trial?

En el titulo de especifica que se trata de un estudio cegado, pero no se

describe como se llevé a cabo. Sin embargo, se especifica que tanto el

placebo como las dosis de terapia floral fueron embotellados en frascos
indistinguibles y por personal ajeno al estudio.

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

En el titulo de especifica que se trata de un estudio cegado, pero no se

describe cémo se llevé a cabo. Sin embargo, se especifica que tanto el

placebo como las dosis de terapia floral fueron embotellados en frascos
indistinguibles y por personal ajeno al estudio.

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

El protocolo del estudio no esta disponible, sin embargo, no se espera que
haya grandes desviaciones por el tipo de intervencion realizada.

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

used to the effect of

2.6 Was an appropriate lysi:
assignment to intervention?

El estudio cuenta con grandes tasas de abandono y no se llevaron a cabo
andlisis por intencién a tratar

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were rar

Debido a los andlisis realizados, es de esperar que haya un impacto
potencial en los resultados del estudio.

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

De los 40 participantes que se incluyeron en el estudio, 23 lo completaron
(>5% pérdidas). No se comentan los motivos de las pérdidas

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not
biased by missi data?

No se especifica el método de analisis para corregir el sesgo debido a la
falta de datos en los resultados y no se llevé a cabo analisis por intencion a
tratar

No applicable / Yes / Probably yes /
Probably no / No

3.3 If N/PN to 3.2: Could
its true value?

in the outcome depend on

La pérdida de datos podria haber influido

No applicable / Yes / Probably yes /
Probably no / No / No information

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome
depended on its true value?

No hay suficiente informacion

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg t

Alto riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir el resultado fue apropiado (Cuestionario Conner)

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado (Conducta de atencién e hiperactividad medida por
el cuestionario) fue comparable en ambos grupos y en temporalidad.

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

El titulo del estudio es doble ciego y los resultados son auto-reportados en
el cuestionario Conner

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have
been influenced by knowledge of intervention received?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information
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4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome

No aplica

No applicable / Yes / Probably yes /

was infl d by knowledge of intervention received? Probably no / No / No information
Risk-of-bias jud, Riesgo de sesgo incierto Low / High / Some concerns
Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded outcome data were ilable for lysis?

El protocolo del estudio parece no estar disponible para contrastar si se
llevaron a cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de andlisis multiples.

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de andlisis multiples.

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias ju

[ Alto riesgo de sesgo (dominios 2 y 3)

Low / High / Some concerns

Estudio: Bernal (2010)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this result...?

Pensamientos intrusivos, mediante en White Bear Suppression Inventory: WBSI donde a mayor

puntuacién, mayor tendencia a suprimir

Parece que el White Chestnut es efectivo.

-Diferencias significativas entre ambos grupos (F (1,43)= 8.096, p<0.1) (parrafo resultados)
-Diferencias significativas interaccion intergrupo (F (1,43)= 9.019, p<0.1) (parrafo resultados)
-Grupo tratado con White Chestnut mayor reduccioén de pensamientos (gréfico 1)

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
|| to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial
Trial protocol
Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
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“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial

Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

No se explicita la generacién de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

No hay desequilibrios aparentes observados, si hubera cualquier
desequilibrio podria ser compatible con el azar

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio no fue consciente del grupo al que fueron
asignados los participantes

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

No applicable / Yes / Probably yes /

intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?

2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

affected the outcome?
2.6 Was an appropriate lysi:
ignment to intervention?

used to the effect of

El protocolo del estudio no esta disponible. Realizaron un anélisis factorial

Yes / Probably yes / Probably no / No /
No information

de medidas repetidas y no hubieron pérdidas tras la aleatorizacion

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

El 100% de los participantes completaron el estudio, por tanto, es poco
probable que los resultados hayan podido marcar una diferencia
importante en el efecto estimado de la intervencion

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No aplica

No applicable / Yes / Probably yes /

biased by outcome data? Probably no / No

3.3 If N/PN to 3.2: Could in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /
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depended on its true value?

Probably no / No / No information

Risk-of-bias jud

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado:
WBSI: para conocer la tendencia de las personas al uso de la supresion de
pensamientos (mayor puntuacién, mayor tendencia a suprimir)

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Parece que la la medida de resultado (reduccién de pensamientos
intrusivos ) fueron comparables en ambos grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacién de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida.

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias judg

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded ot data were available for lysis?

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible pero se realizaron analisis
factorial de medidas repetidas y puntos temporales determinados

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para contrastar si una
medicion se analizé de multiples maneras elegibles

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias judg

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias judg

Alto riesgo de sesgo (dominios 1y 5)

Low / High / Some concerns

Estudio: Rodriguez (2012)

Study design

Individually-randomized parallel-group trial

- Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Pensamientos intrusivos, mediante entrevista semiestructurada, inventario de influenciabilidad y

White Bear Suppression Inventory: WBSI
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Specify the numerical result being assessed. In case of multiple alternative analyses being Parece que el White Chestnut es efectivo. Diferencias significativas intergrupos para la
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a clasificaciéon de prueba T (-2,16, p<0.05) con predominio del factor que mide pensamientos
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being intrusivos (-2,84, p<0.01) (resumen y tabla 3).

assessed.

Is the review team’s aim for this result...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
|| to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

LT ]

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments

Response options

1.1 Was the allocation sequence random? No se explicita la generacién de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups No hay desequilibrios aparentes observados, si hubiera cualquier Yes / Probably yes / Probably No / No /
suggest a problem with the randomization process? desequilibrio podria ser compatible con el azar No information
Risk-of-bias jud Riesgo de sesgo incierto Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of El personal del estudio no fue consciente del grupo al que fueron

Yes / Probably yes / Probably no / No /

participants' assigned intervention during the trial? asignados los participantes No information
2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the No applicable / Yes / Probably yes /
intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?
2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information
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2.6 Was an appropriate lysis used to the effect of

assignment to intervention?

El protocolo del estudio no esta disponible, pero se realizaron analisis
apropiados mediante la prueba T para muestras relacionadas e
independientes y andlisis de Wilcoxon, aunque no andlisis por ITT

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

Parece que no existe posibilidad de impacto sustancial en los
resultados ya que las pérdidas fueron significativamente pequefias <5%
como para hayan marcado en el grupo al que fueron aleatorizados

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

El nimero de participantes con datos faltantes es lo suficientemente
pequefio (< 5% de pérdidas en ambos grupos (Gl: 3 pérdidas; GC: 4
pérdidas)) como para que los resultados, hayan podido marcar una
diferencia importante en el efecto estimado de la intervencion.

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by ing outcome data? No aplica Probably no / No

3.3 If N/PN to 3.2: Could missing in the out depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias jud,

Low / High / Some concerns

Bajo riesgo de sesgo

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados es apropiado “auto-reportado”:
Entrevista semiestructurada: para caracterizar los pensamientos intrusivos;
Sub-escala de influenciabilidad: para evaluar el grado en que los demas
“personas” influyen en las actitudes, pensamientos y estado de animo;
WBSI: para conocer la tendencia de las personas al uso de la supresion de
pensamientos

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Parece que la la medida de resultado (reduccién de pensamientos
intrusivos ) fueron comparables en ambos grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida.

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was infl d by kr ledge of intervention received?

Probably no / No / No information

Risk-of-bias judg

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

before unblinded outcome data were le for

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible pero se realizaron
comparaciones inter e intragrupos en puntos temporales determinados

Yes / Probably yes / Probably no / No /
No information
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5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para contrastar si una
medicion se analizé de multiples maneras elegibles

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud

Alto riesgo de sesgo (dominios 1,2 y 5)

Low / High / Some concerns

Estudio: Antuiia (2002)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

| | Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being
assessed.

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
- to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Disfuncion sexual masculina: curada con éxito en al menos 80% de los intentos sexuales con
éxito

La utilizacion de la terapia floral fue efectiva y estadisticamente significativa

- A los 4 meses= 82.2% curados; RR. 3.09 (95% IC 1.83 A 5.22)) en comparacion con el
tratamiento convencional (parrafo resumen y tabla 2)

- Alos 6 meses= 92.7% curados; RR=1.27 (95% IC 1.03 a 1.55) en comparacién con
tratamiento convencional (tabla 3)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling g

Comments Response options

1.1 Was the allocation sequence random?

No se explicita la generacion de la secuencia

Yes / Probably yes / Probably No / No /
No information
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1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

No hay desequilibrios aparentes observados, si hubiera cualquier
desequilibrio podria ser compatible con el azar

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

No hay informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

No hay informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

No se dispone de suficiente informacion para conocer si las desviaciones
surgieron por el contexto experimental

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

affected the outcome?

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

2.6 Was an appropriate ysi
ignment to intervention?

used to the effect of

El protocolo del estudio no esta disponible. Los andlisis no fueron

Yes / Probably yes / Probably no / No /
No information

apropiados debido al alto nimero de abandonos tras la aleatorizacién

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

Existe la posibilidad de un impacto sustancial en los resultados debido a la
falta de andlisis por Intencién de Tratar

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

El nimero de participantes con datos faltantes es lo suficientemente
grande (> 5% de pérdidas en ambos grupos (33 casos de pérdidas)) para
que los resultados hayan podido marcar una diferencia importante en el
efecto estimado de la intervencion.

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not
biased by missing outcome data?

Es posible que el resultado estuviese cegado por la falta de datos de
resultado, ya que no se utilizdé ninglin método de anélisis para corregir el
sesgo por la falta de datos de resultado

No applicable / Yes / Probably yes /
Probably no / No

3.3 If N/PN to 3.2: Could
its true value?

in the outcome depend on

No hay suficiente informacion que determine el motivo de abandono de los
participantes

No applicable / Yes / Probably yes /
Probably no / No / No information

3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome
depended on its true value?

No existe suficiente informacién para determinar si la falta de resultados
depende de las diferencias entre los grupos, las circunstancias del ensayo,
etc.

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Alto riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado: Escala subjetiva
para medir el éxito del nimero de intentos sexuales, aunque no se
especifica el nimero de items de dicha escala

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Parece que la la medida de resultado (disminucion de la disfuncién sexual )
fueron comparables en los cuatro grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information
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4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

No existe suficiente informacion para evaluar si los evaluadores eran
conscientes de la intervencion recibida por los participantes del estudio

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have
been influenced by knowledge of intervention received?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida.

No applicable / Yes / Probably yes /
Probably no / No / No information

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome
was infl d by knowledge of intervention received?

Na aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded ot data were available for lysis?

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El método para medir los resultados parece ser apropiado: Escala subjetiva
para medir el éxito del nimero de intentos sexuales, aunque no se
especifica el numero de items de dicha escala

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

Parece que la la medida de resultado (disminucion de la disfuncién sexual )
fueron comparables en los cuatro grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias juc

[ Alto riesgo de sesgo (dominios 2 y 3)

Low / High / Some concerns

Estudio: Martinez (2007)

Study design

Individually-randomized parallel-group trial
Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this resuilt...?

Frecuencia de la succion digital (medida a partir de criterios clinicos: ligera/severa frecuencia)

La frecuencia del habito de forma ligera mejoré en un 13,3% de la muestra y un 50% de ésta
fueron curados (tabla 4). La frecuencia del habito de forma severa mejoré en un 20% de la
muestra y un 16,6% de ésta fueron curados (tabla 4).

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)

|| toassess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial
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Trial protocol
Statistical analysis plan (SAP)

“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial
Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

No se explicita la generacion de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem W|th the rand process?

No hay desequilibrios aparentes observados, si hubiera cualquier

Yes / Probably yes / Probably No / No /
No information

desequilibrio podria ser compatible con el azar

Risk-of-bias jud

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

No hay informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

No hay informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

No se dispone de suficiente informacion para conocer si las desviaciones
surgieron por el contexto experimental

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate lysis used to the effect of

assignment to intervention?

El protocolo del estudio no esta disponible pero se realizaron analisis
comparativos para estimar el efecto de la asignacion a la intervencion
fueron apropiados

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomi

Parece que no existe posibilidad de impacto sustancial en los resultados

ya que todos los participantes completaron el estudio tras la aleatorizacion,

por lo que no fue necesario un andlisis por Intencién de Tratar.

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

El 100% de los participantes completaron el estudio en todas sus
mediciones, por lo que ha podido marcar una diferencia en los resultados

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not
biased by missing out data?

No aplica

No applicable / Yes / Probably yes /
Probably no / No
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3.3 If N/PN to 3.2: Could in the outcome depend on

No applicable / Yes / Probably yes /

its true value? No aplica Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado: “frecuencia del
habito de la succién medidos de forma subjetiva (evaluacion clinicos):
curados, mejorados y no mejorados”

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado (frecuencia del habito de la succion) fue
comparable en ambos grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es a través de la evaluacién
clinica, por tanto es poco probable que la evaluacion de la medida de
resultado haya sido influenciada por el conocimiento de la intervencion
recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by kr of intervention received?

Probably no / No / No information

Risk-of-bias judg

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

before unblinded outcome data were ilable for lysis?

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible pero se realizaron
comparaciones intergrupos

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para contrastar si una
medicién se analizéd de multiples maneras elegibles

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias judg t

[ Alto riesgo de sesgo (dominios 1y 5)

Low / High / Some concerns

Estudio: Mahia (2014)

Study design
Individually-randomized parallel-group trial
| | Cluster-randomized parallel-group trial
Individually randomized cross-over (or other matched) trial
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Specify which ot 1e is being d for risk of bias:

Disminucién de la glucosa y lipidos en sangre (colesterol total y triglicéridos)

Specify the numerical result being assessed. In case of multiple alternative analyses being Diferencias significativas en la reduccion de la glucosa (p = 0.049), en la reduccién del nivel de

presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being
assessed.

colesterol total (p=0.004) y en la reduccién del nivel de triglicéridos (p=0,001).

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
|| toassess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

LT ]

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments

Response options

1.1 Was the allocation sequence random? No se explicita la generacién de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants

A A A No se especifica
were enrolled and assigned to interventions? P

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process? desequilibrio podria ser compatible con el azar

No hay desequilibrios aparentes observados, si hubiera cualquier

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud, Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention

during the trial? No da informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of

participants' assigned intervention during the trial? No da informaci6n del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

El protocolo del estudio no esta disponible, sin embargo, no se espera que

No applicable / Yes / Probably yes /

intended intervention that arose because of the experimental haya grandes desviaciones por el tipo de intervencion realizada. Probably no / No / No information
context?
2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
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intervention balanced between groups?

Probably no / No / No information

2.5 If N/PN/NI to 2.4: Were these deviations likely to have
affected the outcome?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

the effect of

2.6 Was an appropriate
assignment to intervention?

ysis used to

El protocolo del estudio no esta disponible para poder contrastar si se
realizé un andlisis apropiado. Sélo comprobaron la normalidad y
homogeneidad de los grupos (intragrupos)

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No se reporta si hubo errores en el andlisis de los grupos

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud.

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

EI 100% de los participantes (n=200) completaron el estudio, por lo que
sus datos estaban disponibles

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No aplica

No applicable / Yes / Probably yes /

biased by outcome data? Probably no / No

3.3 If N/PN to 3.2: Could in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

La medida de resultado fue auto-reportada (objetiva) y ademas se utilizé el
criterio clinico (medida de resultado subjetiva)

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Las medidas utilizadas para medir los parametros de glucosa y lipidos en
sangre fue comparable en ambos grupos y utilizados en puntos
temporales comparables

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacién de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was infl d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias jud.

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

ded ot

before unbli data were available for lysis?

El protocolo del estudio parece no estar disponible para contrastar si se
llevaron a cabo los andlisis previstos.

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible pero se realizaron andlisis de
varianza entre los grupos y dentro de los grupos (ANOVA) en puntos del
tiempo (al inicio y a las 8 semanas)

Yes / Probably yes / Probably no / No /
No information
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El protocolo del estudio no parece estar disponible pero no parece que el Yes / Probably yes / Probably no / No /
5.3 ... multiple eligible analyses of the data? resultado numérico informado en el estudio haya sido seleccionado a partir No information
de comparaciones de analisis multiple.
Risk-of-bias judg t Riesgo incierto de sesgo Low / High / Some concerns
Overall risk of bias
Risk-of-bias judg t | Alto riesgo de sesgo (dominio 2) Low / High / Some concerns
Estudio: Rivas-Suarez (2017)
Study design
Individually-randomized parallel-group trial
Cluster-randomized parallel-group trial
|| Individually randomized cross-over (or other matched) trial
Specify which ot 1e is being d for risk of bias: Sintomas del sindrome carpiano
Specify the numerical result being assessed. In case of multiple alternative analyses being El efecto del grupo produjo cambios favorables en los grupos de BFR (Bach flower remedies)
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a (F[2, 40] entre 7.081 y 16.126, P < .001, Z2 parcial > 0.25).
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being
assessed.

Is the review team’s aim for this result...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

LT ]

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments Response options

Yes / Probably yes / Probably No / No /

1.1 Was the allocation sequence random? No se explica secuencia de aleatorizacion ? N
No information

1.2 Was the allocation sequence concealed until participants Se oculta el proceso de asignacion hasta que los participantes son Yes / Probably yes / Probably No / No /
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were enrolled and assigned to interventions?

asignados a un grupo. A partir de ese momento, se forman grupos cegados
y no cegados

No information

1.3 Did baseline differences between intervention groups
suggest a problem with the rand process?

No se observan diferencias en linea base.

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

En el ensayo se formaron grupos cegados y no cegados, por lo tanto s6l6
los no cegados sabian la asignacion

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

Los investigadores también estaban cegados

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

No applicable / Yes / Probably yes /

?;ﬁ?:xig intervention that arose because of the experimental No aplica Probably no / No / No information
2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? p Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate lysis used to the effect of

assignment to intervention?

Se hizo un andlisis para estimar el efecto de la asignacién a los grupos

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

No se menciona que se hubieran producido pérdidas de participantes
después del momento de la aleatorizacion

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by ing outcome data? No aplica Probably no / No / No information
3.3 If N/PN to 3.2: Could ing in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método de evaluar los resultados es adecuado y coherente con la
medida principal

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Se us6 el mismo método de evaluacion para los grupos

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

No se ofrece informacion sobre este aspecto pero al ser doble ciego se
entiende que los asesores tampoco conocian la asignacion

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that 1t of the outcome No aplica No applicable / Yes / Probably yes /
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was ir d by knowledge of intervention received? [ [ Probably no / No / No information
Risk-of-bias jud | Bajo riesgo de sesgo | Low / High / Some concerns
Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in

I e (TR e e T S (e (e e e El protocolo del estudio no esta disponible para contrastar si se llevaron a Yes / Probably yes / Probably no / No /

cabo los andlisis previstos No information

before unblinded out: data were available for lysis?

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

Yes / Probably yes / Probably no / No /

5.2. ... multiple outcome measurements (e.g. scales, definitions, El protocolo del estudio no esta disponible pero se realizaron No information
time points) within the outcome domain? comparaciones intergrupos
5.3 ... multiple eligible analyses of the data? El prgtgcolo del e.St’UdIO no parece estar dlspoplble para contrastar si una Yes / Probably yes / Propably no/No/
medicion se analizé de multiples maneras elegibles No information
Risk-of-bias judg t Riesgo de sesgo incierto Low / High / Some concerns
Overall risk of bias
Risk-of-bias judg it | Riesgo de sesgo incierto (dominio 5) Low / High / Some concerns
Estudio: Rivas-Suarez (2003)
Study design
Individually-randomized parallel-group trial
- Cluster-randomized parallel-group trial
- Individually randomized cross-over (or other matched) trial
Specify which out 1e is being d for risk of bias: Hipertensién en estadios 1y 2 a los 6 meses de tratamiento con flores de Bach
Specify the numerical result being assessed. In case of multiple alternative analyses being Las puntuaciones de hipertension se redujeron en el grupo experimental (TAD TAS y TAM) en
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a ambos estadios, asi como una reduccién o supresién de los medicamentos alopaticos
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being prescritos durante 6 meses (resumen)
assessed.

Is the review team’s aim for this result...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
|| to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

124 INFORMES, ESTUDIOS E INVESTIGACION




Conference abstract(s) about the trial

Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

No se explicita la generacion de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

No hay desequilibrios aparentes observados, si hubiera cualquier
desequilibrio podria ser compatible con el azar

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud, t

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron
asignados

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio no fue consciente de la asignacion a la intervencion

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

No se dispone de suficiente informacién para conocer si las desviaciones
surgieron por el contexto experimental

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

affected the outcome?

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

the effect of

2.6 Was an appropriate lysis used to
assignment to intervention?

El protocolo del estudio no esta disponible. Los andlisis realizados parecen
ser apropiados para estimar el efecto asignado a la intervencion. No
realizaron andlisis por intencion de tratar

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias judg

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

EI 100% de los participantes (n=62) completaron el estudio, por tanto, es
poco probable que los resultados hayan podido marcar una diferencia
importante en el efecto estimado de la intervencion

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No aplica

No applicable / Yes / Probably yes /

biased by ing outcome data? Probably no / No / No information
3.3 If N/PN to 3.2: Could mi in the depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /
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depended on its true value?

Probably no / No / No information

Risk-of-bias jud

| Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados es apropiado: Tensién arterial media,
sistélica y diastolica (criterio clinico)

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado principal de hipertension ( hipertension arterial
media, sistdlica y diastdlica) fue comparable en los grupos y en
temporalidad (6 meses)

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es auto-reportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencién recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

before unblinded oL data were available for lysis?

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

No es probable que el resultado numérico haya sido seleccionado, ya que
sélo hay un punto en el tiempo (6 meses)

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no esta disponible para contrastar si una medicién
se analiz6 de multiples maneras elegibles, aunque los analisis realizados
parecen ser apropiados

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud, t

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias ju

| Alto riesgo de sesgo (dominios 1, 2 y 5)

Low / High / Some concerns

Estudio: Valdés (2003)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

| | Individually randomized cross-over (or other matched) trial
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Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this resuilt...?

Disminucion de la presion arterial ligera con respuesta subjetiva al tratamiento (segin

puntuacién en escala: buena, regular, mala)

un 27.3% (3 pacientes) (parrafo conclusiones)

La combinacién de las 3 esencias parece ser efectiva, ya que normaliza y reduce en los
pacientes con hipertension arterial ligera las cifras tensionales en un 72.2% (8 pacientes) y en

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
- to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial
Trial protocol
Statistical analysis plan (SAP)

“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial
Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

No se explicita la generacion de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the rand process?

No hay desequilibrios aparentes observados, si hubiera cualquier
desequilibrio podria ser compatible con el azar

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud, t

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

No hay informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

No hay informacién del cegamiento del estudio

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

No se dispone de suficiente informacién para conocer si las desviaciones
surgieron por el contexto experimental

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended
intervention balanced between groups?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information
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2.5 If N/PN/NI to 2.4: Were these deviations likely to have
affected the outcome?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

El protocolo del estudio no esta disponible. Los andlisis comparativos

2.6 Was an appropriate lysis used to the effect of ad i | efect \gnado a la int L Yes / Probably yes / Probably no / No /
aesignment to Intervention? parecen ser apropiados para estimar el efecto asignado a la intervencién. No information

No realizaron andlisis por intencién de tratar
2.7 If N/PN/NI to 2.6: Was there po ial for a itial i t

(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

El 100% de los participantes (n=21) completaron el estudio, por tanto, es
poco probable que los resultados hayan podido marcar una diferencia
importante en el efecto estimado de la intervencion.

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by outcome data? No aplica Probably no / No / No information
3.3 If N/PN to 3.2: Could in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado: Escala subjetiva
para medir cambios en la presion arterial (segun criterio clinico)

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Parece que la la medida de resultado (disminucion de la presion arterial )
fueron comparables en los cuatro grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida.

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was infl d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Optional: What is the predicted direction of bias in measurement of
the outcome?

NA / Favours experimental / Favours
comparator / Towards null /Away from
null / Unpredictable

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

before unblinded outcome data were ilable for lysis?

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple out ements (e.g. scales, definitions,

El protocolo del estudio no esta disponible pero se realizaron andlisis

Yes / Probably yes / Probably no / No /
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time points) within the outcome domain?

comparativos en los puntos temporales determinados

No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no esta disponible pero parece que no se
realizaron multiples analisis elegibles

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud,

Alto riesgo de sesgo (dominios 1, 2 y 5)

Low / High / Some concerns

Estudio: Prado (2003)

Study design

Individually-randomized parallel-group trial

|| Cluster-randomized parallel-group trial

| | Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being
assessed.

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
- to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Tiroxicosis medido con el Test Tiroxicosis

El empleo conjunto de flores de bach mas tratamiento convencional demuestra mayor
efectividad que el tratamiento convencional sélo en pacientes con hipotiroidismo (parrafo
conclusiones)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling g

Comments Response options

EFICACIA Y SEGURIDAD DE LA TERAPIA FLORAL

129




1.1 Was the allocation sequence random?

No se explicita la generacién de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the randomization process?

No hay desequilibrios aparentes observados, si hubiera cualquier
desequilibrio podria ser compatible con el azar

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias jud,

Riesgo de sesgo incierto

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably No / No /
No information

2.2. Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio no fue consciente del grupo al que fueron
asignados los participantes

Yes / Probably yes / Probably No / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

No applicable / Yes / Probably yes /

affected the outcome?

intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?

2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

2.6 Was an appropriate ysi
ignment to intervention?

used to the effect of

El protocolo del estudio no esta disponible. Los andlisis realizados parecen
ser apropiados para estimar el efecto de la intervencion

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

El 100% de los participantes (n=30) completaron el estudio, por tanto, es
poco probable que los resultados hayan podido marcar una diferencia
importante en el efecto estimado de la intervencion.

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

depended on its true value?

biased by ing outcome data? No aplica Probably no / No / No information
3.3 If N/PN to 3.2: Could in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado: Test de
Tiroxicosis para evaluar la mejora en relacion al hipotiroidismo, aunque no
se especifica el nombre de dicha escala.

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Parece que la la medida de resultado (mejora del hipotiroidismo) fueron
comparables en los cuatro grupos y en temporalidad

Yes / Probably yes / Probably no / No /
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No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacién de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida.

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by knowledge of intervention received?

Probably no / No / No information

Risk-of-bias judg t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded ot data were available for lysis?

El protocolo del estudio no esta disponible pero se realizaron analisis
comparativos en el punto temporal del estudio

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible pero se realizaron analisis
comparativos en el punto temporal del estudio

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no esta disponible pero se realizaron analisis
comparativos en el punto temporal del estudio

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud t

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias ju

| Alto riesgo de sesgo (dominios 1y 5)

Low / High / Some concerns

Estudio: Prado (2002)

Study design

Individually-randomized parallel-group trial
Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

Specify the numerical result being assessed. In case of multiple alternative analyses being
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

assessed.

Is the review team’s aim for this resuilt...?

Artrosis de rodilla: valorada mediante auto-reporte subjetivo

La aplicacion de la Terapia floral unido al gel de ultrasonido es muy efectivo para mejorar los
sintomas de la artrosis de rodilla (parrafo resumen)

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
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|:| to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
Research ethics application

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)
Personal communication with trialist

Personal communication with the sponsor

LT ]

Domain 1: Risk of bias arising from the randomization process

Signalling questions Comments

Response options

1.1 Was the allocation sequence random? No se explicita la generacién de la secuencia

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants

. A . No se especifica
were enrolled and assigned to interventions? P

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups No hay desequilibrios aparentes observados, si hubiera cualquier Yes / Probably yes / Probably No / No /
suggest a problem with the randomization process? desequilibrio podria ser compatible con el azar No information
Risk-of-bias jud, Riesgo de sesgo incierto Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention

during the trial? Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of El personal del estudio no fue consciente del grupo al que fueron

Yes / Probably yes / Probably no / No /

participants' assigned intervention during the trial? asignados los participantes No information
2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the No applicable / Yes / Probably yes /
intended intervention that arose because of the experimental No aplica Probably no / No / No information
context?
2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? P Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /
affected the outcome? Probably no / No / No information
2.6 Was an appropriate lysis used to estil the effect of El protocolo de estudio no esta disponible. Los andlisis realizados parecen Yes / Probably yes / Probably no / No /
assignment to intervention? ser apropiados No information
2.7 If N/PN/NI to 2.6: Was there p ial for a sub itial impact No applicable / Yes / Probably yes /
(on the result) of the failure to analyse participants in the group No aplica Ho applicable . 4
) o Probably no / No / No information
to which they were rar ?
Risk-of-bias jud, Bajo riesgo de sesgo Low / High / Some concerns

Domain 3: Missing outcome data
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3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

EI 100% de los participantes (n=20) completaron el estudio, por tanto, es
poco probable que los resultados hayan podido marcar una diferencia
importante en el efecto estimado de la intervencion

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by missing out data? No aplica Probably no / No

3.3 If N/PN to 3.2: Could in the out depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
11.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

pended on its true value?

Probably no / No / No information

Risk-of-bias jud.

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado: Escala subjetiva
y objetiva “auto-reportada” para evaluar la mejora de los sintomas de la
artrosis de rodilla (6 items)

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Parece que la la medida de resultado (mejora de los sintomas de la artrosis
de rodilla) fueron comparables en los cuatro grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencion recibida.

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was infl d by kr ge of intervention received?

Probably no / No / No information

Risk-of-bias judg

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized

hlinded 1ot

before jed outcome data were le for

El protocolo del estudio no esta disponible para contrastar si se llevaron a
cabo los andlisis previstos

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no esta disponible pero se realizaron andlisis de
prueba T en el punto temporal

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para contrastar si una
medicion se analizé de multiples maneras elegibles

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud, t

Riesgo de sesgo incierto

Low / High / Some concerns

Overall risk of bias

Risk-of-bias judg

| Alto riesgo de sesgo (dominios 1y 5)

Low / High / Some concerns
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Estudio: Yanes (2002)

Study design

Individually-randomized parallel-group trial

| | Cluster-randomized parallel-group trial

- Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias:

assessed.

Is the review team’s aim for this resuilt...?

Journal article(s) with results of the trial
Trial protocol
Statistical analysis plan (SAP)

“Grey literature” (e.g. unpublished thesis)
Conference abstract(s) about the trial

Research ethics application

Personal communication with trialist
Personal communication with the sponsor

Sindrome premenstrual valorada con escala subjetiva

Specify the numerical result being assessed. In case of multiple alternative analyses being La aplicacién del tratamiento de Terapia Floral es efectiva en el mejoramiento de la intensidad
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a del dolor y otros sintomas del Sindrome Pre Menstrual (parrafo conclusiones)
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being

to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)

Company-owned trial registry record (e.g. GSK Clinical Study Register record)

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments Response options

1.1 Was the allocation sequence random?

Yes / Probably yes / Probably No / No /

N xplicita | neracion de | nci H N
o se explicita la generacion de la secuencia No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

Yes / Probably yes / Probably No / No /

No se especifica No information

1.3 Did baseline differences between intervention groups No hay desequilibrios aparentes observados, si hubiera cualquier Yes / Probably yes / Probably No / No /
suggest a problem with the randomization process? desequilibrio podria ser compatible con el azar No information
Risk-of-bias judg t Riesgo de sesgo incierto Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)
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2.1. Were participants aware of their assigned intervention
during the trial?

Los participantes no fueron conscientes del grupo al que fueron asignados

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

El personal del estudio no fue consciente del grupo al que fueron asignados
los participantes

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the

No applicable / Yes / Probably yes /

21;:;1:):3 intervention that arose because of the experimental No aplica Probably no / No / No information
2.4. If Y/PY to 2.3: Were these deviations from intended No aplica No applicable / Yes / Probably yes /
intervention balanced between groups? P Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

Probably no / No / No information

affected the outcome?
2.6 Was an appropriate lysi:
assignment to intervention?

used to the effect of

El protocolo del estudio no esta disponible. Los andlisis realizados parecen
ser apropiados para estimar el efecto de la asignacion a la intervencion

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group
to which they were randomized?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud,

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

El 100% de los participantes (n=64) completaron el estudio, por tanto, es
poco probable que los resultados hayan podido marcar una diferencia
importante en el efecto estimado de la intervencién

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

biased by missing out data? No aplica Probably no / No / No information
3.3 If N/PN to 3.2: Could g in the out depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
2.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

ded on its true value?

Probably no / No / No information

Risk-of-bias jud, t

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome

4.1 Was the method of measuring the outcome inappropriate?

El método para medir los resultados parece ser apropiado: Escala de dolor
para evaluar la mejora del dolor en el sindrome premenstrual (1 item)

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

Parece que la la medida de resultado (mejora del dolor premenstrual)
fueron comparables en los dos grupos y en temporalidad

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

La medida de resultado del participante es autoreportada, por tanto es
poco probable que la evaluacion de la medida de resultado haya sido
influenciada por el conocimiento de la intervencién recibida

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have

No applicable / Yes / Probably yes /

been influenced by knowledge of intervention received? No aplica Probably no / No / No information
4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome No aplica No applicable / Yes / Probably yes /

was ir d by kr ledge of intervention received?

Probably no / No / No information

Risk-of-bias jud

Bajo riesgo de sesgo

Low / High / Some concerns
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Domain 5: Risk of bias in selection of the reported result

&b LD G d_ata that produ.c_ed i re§ult EREEE S El protocolo del estudio no esta disponible para contrastar si se llevaron a Yes / Probably yes / Probably no / No /
accordance with a pre-specified analysis plan that was finalized

. g . cabo los analisis previstos No information
before unblinded ot data were available for lysis? P

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

Yes / Probably yes / Probably no / No /

5.2. ... multiple outcome measurements (e.g. scales, definitions, El protocolo del estudio no esta disponible pero se realizaron anélisis No information

time points) within the outcome domain? comparativos (sin contrastes estadisticos) en el punto temporal del estudio

Yes / Probably yes / Probably no / No /

El protocolo del estudio no parece estar disponible para contrastar si una No information

. . P
geEniplelelloblelapalves=liislcatad medicion se analizé de multiples maneras elegibles

Risk-of-bias jud, Riesgo de sesgo incierto Low / High / Some concerns
Overall risk of bias
Risk-of-bias jud, [ Alto riesgo de sesgo (dominios 1y 5) Low / High / Some concerns

Estudio: Pena (2019)

Study design

Individually-randomized parallel-group trial

|| Cluster-randomized parallel-group trial

| | Individually randomized cross-over (or other matched) trial

Specify which outcome is being assessed for risk of bias: Nifios con gingivoestomatitis herpética aguda

Specify the numerical result being assessed. In case of multiple alternative analyses being Mejoria clinica de los sintomas en mas de 50,0 % de los pacientes a las 72 horas de recibir el
presented, specify the numeric result (e.g. RR = 1.52 (95% CI 0.83 to 2.77) and/or a tratamiento y en 100,0 % de estos al séptimo dia; sin embargo, en el grupo de control se logré
reference (e.g. to a table, figure or paragraph) that uniquely defines the result being esta mejoria en 57,1 % de los afectados (resultados)

assessed.

Is the review team’s aim for this resuilt...?
to assess the effect of assignment to intervention (the ‘intention-to-treat’ effect)
- to assess the effect of adhering to intervention (the ‘per-protocol’ effect)

Which of the following sources were obtained to help inform the risk-of-bias assessment? (tick as many as apply)

Journal article(s) with results of the trial

Trial protocol

Statistical analysis plan (SAP)

Non-commercial trial registry record (e.g. ClinicalTrials.gov record)
Company-owned trial registry record (e.g. GSK Clinical Study Register record)
“Grey literature” (e.g. unpublished thesis)

Conference abstract(s) about the trial

Regulatory document (e.g. Clinical Study Report, Drug Approval Package)
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Research ethics application
Personal communication with trialist
Personal communication with the sponsor

Grant database summary (e.g. NIH RePORTER or Research Councils UK Gateway to Research)

Domain 1: Risk of bias arising from the randomization process

Signalling questions

Comments

Response options

1.1 Was the allocation sequence random?

Se especifica que la aleatorizacion fue segun el orden de llegada

Yes / Probably yes / Probably No / No /
No information

1.2 Was the allocation sequence concealed until participants
were enrolled and assigned to interventions?

No se especifica

Yes / Probably yes / Probably No / No /
No information

1.3 Did baseline differences between intervention groups
suggest a problem with the rand process?

No se especifica si hubo diferencias significativas entre ambos grupos en
las puntuaciones de linea base.

Yes / Probably yes / Probably No / No /
No information

Risk-of-bias judg t

Alto riesgo de sesgo

Low /High / Some concerns

Domain 2: Risk of bias due to deviations from the intended interventions (effect of assignment to intervention)

2.1. Were participants aware of their assigned intervention
during the trial?

Dadas las caracteristicas de la intervencion, el estudio no estuvo cegado

Yes / Probably yes / Probably no / No /
No information

2.2, Were carers and people delivering the interventions aware of
participants' assigned intervention during the trial?

Dadas las caracteristicas de la intervencion, el estudio no estuvo cegado

Yes / Probably yes / Probably no / No /
No information

2.3. If Y/PY/NI to 2.1 or 2.2: Were there deviations from the
intended intervention that arose because of the experimental
context?

El protocolo del estudio no esté disponible, sin embargo, no se espera que
haya grandes desviaciones por el tipo de intervencion realizada.

No applicable / Yes / Probably yes /
Probably no / No / No information

2.4. If Y/PY to 2.3: Were these deviations from intended

No applicable / Yes / Probably yes /

intervention balanced between groups? No aplica Probably no / No / No information
2.5 If N/PN/NI to 2.4: Were these deviations likely to have No aplica No applicable / Yes / Probably yes /

affected the outcome?

Probably no / No / No information

2.6 Was an appropriate ysi:
assignment to intervention?

used to the effect of

El andlisis que se llevé a cabo fue un contraste de hipotesis (prueba X2 de
Friedman)

Yes / Probably yes / Probably no / No /
No information

2.7 If N/PN/NI to 2.6: Was there potential for a substantial impact
(on the result) of the failure to analyse participants in the group

No se aporta suficiente informacion

No applicable / Yes / Probably yes /
Probably no / No / No information

to which they were randomized?
Risk-of-bias jud, t

Alto riesgo de sesgo

Low / High / Some concerns

Domain 3: Missing outcome data

3.1 Were data for this outcome available for all, or nearly all,
participants randomized?

Parece que el 100% de los participantes completaron el estudio (N=42)

Yes / Probably yes / Probably No / No /
No Information

3.2 If N/PN/NI to 3.1: Is there evidence that the result was not

No applicable / Yes / Probably yes /

by missing outcome data? No aplica Probably no / No
3.3 If N/PN to 3.2: Could mi in the outcome depend on No aplica No applicable / Yes / Probably yes /
its true value? Probably no / No / No information
3.4 If Y/PY/NI to 3.3: Is it likely that missingness in the outcome No aplica No applicable / Yes / Probably yes /

depended on its true value?

Probably no / No / No information

Risk-of-bias jud,

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 4: Risk of bias in measurement of the outcome
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4.1 Was the method of measuring the outcome inappropriate?

El método de evaluar los resultados fue el criterio clinico para los sintomas
fisicos.

Yes / Probably yes / Probably no / No /
No information

4.2 Could measurement or ascertainment of the outcome have
differed between intervention groups?

La medida de resultado fue comparable en ambos grupos y en
temporalidad.

Yes / Probably yes / Probably no / No /
No information

4.3 If N/PN/NI to 4.1 and 4.2: Were outcome assessors aware of
the intervention received by study participants?

Dadas las caracteristicas de la intervencion el estudio no estuvo cegado

Yes / Probably yes / Probably no / No /
No information

4.4 If Y/PY/NI to 4.3: Could t of the outcome have
been influenced by knowledge of intervention received?

Dadas las caracteristicas de la intervencion podria no haber supuesto
influencia en los resultados

No applicable / Yes / Probably yes /
Probably no / No / No information

4.5 If Y/PY/NI to 4.4: Is it likely that assessment of the outcome
was infl d by knowledge of intervention received?

No aplica

No applicable / Yes / Probably yes /
Probably no / No / No information

Risk-of-bias jud

Bajo riesgo de sesgo

Low / High / Some concerns

Domain 5: Risk of bias in selection of the reported result

5.1 Were the data that produced this result analysed in
accordance with a pre-specified analysis plan that was finalized
before unblinded ot data were available for lysis?

El protocolo del estudio parece no estar disponible para contrastar si se
llevaron a cabo los andlisis previstos.

Yes / Probably yes / Probably no / No /
No information

Is the numerical result being assessed likely to have been
selected, on the basis of the results, from...

5.2. ... multiple outcome measurements (e.g. scales, definitions,
time points) within the outcome domain?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de andlisis multiples.

Yes / Probably yes / Probably no / No /
No information

5.3 ... multiple eligible analyses of the data?

El protocolo del estudio no parece estar disponible para comparar si el
resultado numérico informado en el estudio fue seleccionado a partir de
comparaciones de analisis multiples.

Yes / Probably yes / Probably no / No /
No information

Risk-of-bias jud,

Riesgo incierto de sesgo

Low / High / Some concerns

Overall risk of bias

Risk-of-bias jud,

| Alto riesgo de sesgo (dominios 1y 2)

Low / High / Some concerns
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Anexo 7. Resultados de los estudios primarios

Tabla 8. Resultados de los estudios que evaluaron ansiedad/estrés

. Poblacion Duracién .
Estudio ) e % perdidos

Hernandez Pacientes de
(2010)[43] psicologia 2 semanas 3.2%
Cuba (31)
Salles Trabajadores
(2012)[29] Educativos 2 meses 11.8%
Brasil (34)
Walach Estudiantes
(2001)[30] universitarios 2 semanas 9.8%
Alemania 61)
Fernandez Estudiantes
(2010)[41]'2 universitarios 4 dias 0%
Cuba (28)
Duartes Estudiantes
(2010)[42]'2 universitarios 4 dias 10%
Cuba (150)

aceo studiantes
M Estudi
(2013)[38] universitarios
Cuba (60)
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Resultados
Férmula general vs. Placebo

- No hubo diferencias significativas entre grupos en ansiedad (cuestionario de Auto-reporte
vivencial [64])

- Mas pacientes en el Gl consideraron que el tratamiento habia sido efectivo al final del tratamiento
(¥ =13.0, p < 0.001) y 2 semanas después (x* = 8.89, p < 0.005).

Comparaciones post-intervencion (ANCOVA)
- STAI-S: efecto no significativo (B = -0.27, p = 0.314, céalculo propio)

Cambio pre-post (t-test):
- STAI-S (antes del primer examen): -5.25 (12.3) vs. -7.69 (16.5), p = 0.55
- Diferencias no significativas en otras 3 medidas de ansiedad

Comparaciones post-intervencion (U de Mann-Whitney):

- ISRA-B: menor puntuacién del Gl en la subescala “ansiedad fisiolégica” (U = 37, p < 0.005)

- Sin diferencias significativas en ansiedad cognitiva y motora, ni en los 4 dominios situacionales
(evaluativo, interpersonal, fébico, motor)

Cambio pre-post (ANOVAmM):

- ISRA-B: diferencias significativas entre grupos (4 de flores individuales, 1 de RdR, 1 placebo) en
tres subescalas: situaciones interpersonales (F = 3.38, p = 0.007), fobicas (F = 3.25, p = 0.008) y
cotidianas (F = 2.98, p = 0.014)

- No se realizan contrastes por pares frente a placebo. La inspeccién de los graficos muestra que el
placebo disminuyd sus puntuaciones de forma similar o incluso superior al resto de grupos

(IEA) mas pacientes en el grupo de intervencién lograron reducir su puntuaciones de estrés alto a
medio, o de medio a bajo (70.0% vs. 23.3%, p < 0.001)
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Tabla 9. Resultados de los estudios que evaluaron problemas psicolégico-conductuales distintas de ansiedad

Estudio

Mehta (2002) [26]

Pintov (2005) [13]

Turrini (2012) [35]

Bernal (2010)[44]

Rodriguez-Martin
(2012) [12]

Antufia (2010) [46]

Poblacion

(n)

Nifios con
TDAH
(10)

Nifios con
TDAH
(40)

Estudiantes
universitarios
(70)

Ancianos
sanos
(45)

Adultos

sanos
(77)

Pacientes de

Duracién
tratamiento

3 meses

3 meses

%
perdidos

Resultados

TDAH - Remedio de rescate vs. Placebo

0%

42.5%

- CAP: diferencias significativamente favorables a la intervencion a las 3 semanas (7.0, p = 0.03) y 3
meses (7.2, p = 0.03)

- CIS: ns.

- Hospitalizaciones: 0/5 vs. 3/5, n.s.

- Sin medicacion: 3/5 vs. 0/5, n.s.

Cuestionario de Conner: 11.9 (4.24) vs. 13.58 (4.65), n.s. (t-test, ANOVAmr)

Trastornos mentales comunes (cribado por cuestionario) - Férmula general vs. Placebo

n.r.

2 semanas

2 semanas

74%

- SRQ-20 (salud mental): n.s.
- Bienestar espiritual: el GI mejoré de los 3 a los 6 meses, y el de control desde linea base a los 3
meses (p < 0.05)

Pensamientos intrusivos — White Chesnut vs. Placebo

0%

9.1%

Cambio pre-post (ANOVAm):
- WBSI: efecto a favor de la intervencion (F = 6.29, p < 0.05)

Comparaciones post-intervencion (t-test):

- WBSI: menor puntuacién en el Gl (d = 0.52, p = 0.034), debida al efecto sobre la subescala
“Pensamientos intrusivos” (d = 0.68, p = 0.006)

- No diferencias significativas en la subescala “Supresién de pensamientos” (p = 0.496) ni en la
dificultad auto-percibida para suprimir los pensamientos no deseados (p = 0.086)

Disfuncién sexual masculina (no orgéanica) - Férmula individualizada vs. Placebo

6 meses

28.7%

- Mas pacientes en el Gl tuvieron al menos un 80% de intentos sexuales exitosos en el Gltimo mes:

ps'(‘;‘j'g)g'a 92.7% vs. 73.2%, RR = 1.27 (IC 95%: 1.0, 1.55)
Succion digital en nifios - Férmula general + tratamiento habitual vs. Tratamiento habitual
{\él;\]rt 2725007 Nlr;%zsﬁﬂ 6 meses 0% - El porcentaje de pacientes en los que desaparecié el habito fue significativamente superior en el
60) Gl (33.3% vs. 6.6%, p = 0.010)

ANOVA(mr): Andlisis de varianza (medidas repetidas); CAP: Childhood Attention Profile; CIS: Columbia Impairment Scale; Gl: grupo de intervencion; IC: intervalo de
confianza; n.r.: no reportado; n.s.: no significativo; RR= riesgo relativo; SRQ-20: Self-reported Questionnaire; TDAH: Trastorno por Déficit de Atencién e Hiperactividad;
WBSI: White Bear Suppression Inventory.
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Tabla 10. Resultados de los estudios que evaluaron condiciones fisicas

Estudio

Mahia
(2014)[36]

Rivas-
Suéarez
(2017)[28]

Rivas-
Suérez
(2003)[48]

Valdés
(2003)[47]

Prado
(2003)[49]

142

Poblacién

(n)

Diabetes tipo 2
y dislipidemia
(200)

Tunel carpiano
(47)

Hipertension
arterial esencial
(62)

Hipertension
arterial leve
1)

Tiroiditis
crénica
(30)

Duracién %

tratamiento  perdidos e

Diabetes tipo 2 - Férmula individualizada vs. Placebo
Comparaciones post-intervencion (t-test y x2):
- Glucosa: nivel significativamente menor en el Gl (5.3 vs. 5.8 mmol/L, p = 0.001)
- Cortisol: nivel significativamente menor en el Gl (540 vs. 580 mmol/L, p = 0.020)
- Colesterol y triglicéridos: el nimero de pacientes que alcanzé niveles terapéuticos fue mayor en el Gl
(10% vs. 3%, p = 0.04, y 59% vs. 18%, p < 0.001, respectivamente)

8 semanas 0%

Sindrome de tinel carpiano - Férmula general vs. Placebo

Comparaciones post-intervencion (t-test y x2):
- SSS: menor puntuacién en el Gl (t = 4.27, p < 0.001)
3 semanas 8.5% - EVA: menor puntuacioén en el Gl (t = 4.24, p < 0.001)
- Signos (evaluacion clinica): menor puntuacion en el Gl (t = 4.26, p < 0.001)
- Sintomas (evaluacion clinica): menor puntuacion en el Gl (t = 3.19, p = 0.004)
- Menos operados en el Gl: 43.4% vs. 92.3%, p = 0.004

Hipertension arterial - Férmula individualizada vs. Placebo

Comparaciones post-intervencion (t-test y x2):
- Tensién media (mmHg): 95.5 vs. 105.5, p < 0.001
6 meses 0% - Sistolica (mmHg): 126.4 vs. 139.6, p < 0.001
- Diastélica (mmHg): 80.1 vs. 88.5, p < 0.001
- Més personas en el Gl suspendieron o redujeron el uso de diuréticos (p = 0.04) y sedantes (p = 0.006)

Hipertension arterial - Férmula general vs. Placebo

- Més personas en el Gl alcanzaron valores terapéuticos, pero la diferencia no fue significativa: 72.7%

0,
2 meses 0% vs. 30%, p = 0.09

Tirotoxicosis - Férmula individualizada vs. Tratamiento habitual

Comparaciones post-intervencion (° y t-test):

- Disminucién del nédulo: méas pacientes en el Gl (26.7% vs. 0%, p < 0.01)

- Disminucién del bocio: mas pacientes en el Gl (33% vs. 6.7%, p < 0.01)

- Disminucién de las hormonas T3 y T4: mas pacientes en el Gl (40% vs. 6.7%, p < 0.01)
- Aumento de TSH: mas pacientes en el Gl (86.7% vs. 6.7%, p < 0.01)

- indice de tirotoxicosis: 93 vs. 134, p < 0.001

4 meses 0%
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