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RESUMEN DE LA TESIS

El propodsito de esta tesis es desarrollar la necesidad y la importancia de que una
Contract Research Organization (CRO) cuente con una politica de ética corporativa
para que las actividades que le son delegadas por los patrocinadores se realicen de
acuerdo a estandares apropiados de bioética, a fin de salvaguardar los derechos, la
seguridad y el bienestar de los pacientes que participan en tales estudios, y para que
los datos obtenidos de tales estudios sean logrados, manejados y conservados de
manera integra.

La obtencion de fuentes para el sustento de este trabajo, se realiz6 de la siguiente

forma:

e Libros, articulos, documentos oficiales, guias de buenas practicas y casos de
estudio.

e Entrevistas a ejecutivos de una CRO lider en el mercado.

e Investigacion de las perspectivas actuales y futuras del mercado de los ensayos

clinicos para descubrir nuevo desafios a enfrentar.
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INTRODUCCION

La industria farmacéutica ha ocupado tradicionalmente el papel de “villano” en la
mente de las personas. Por citar un ejemplo, la opinion publica suele criticar a las
compafias farmacéuticas por no liberar las patentes de los medicamentos que cada
una comercializa. Estas criticas se realizan sin considerar que el desarrollo de un
nuevo medicamento puede llevar mas de quince afios y tener un costo multimillonario
en dolares. ¢Es incorrecto que la compafiia quiera recuperar su inversion a través de
una patente? Si fuera una compafila de software, esta pregunta ni siquiera se
plantearia. Sin embargo, si hablamos de una compafiia farmacéutica, muchas veces la
pregunta no sélo se plantea sino que para algunos individuos resulta obvio que la
respuesta es afirmativa: es incorrecto que una empresa lucre con la salud de la gente.

Lo expuesto anteriormente es potenciado en numerosas ocasiones por los medios
audiovisuales: Si uno es adepto al cine, ya sea en la pantalla chica o en la grande
puede encontrarse diversas series o peliculas que incluyen en sus tramas a compafias
farmacéuticas ocultando efectos adversos de drogas para que las mismas se aprueben
para su comercializacion (Law & Order), modificando ligeramente su presentacion
comercial para cobrarlas a un precio mas alto sin que en realidad representen una
mejora para el tratamiento de los pacientes (House M.D.), sobornando a médicos para
que adulteren los resultados de los ensayos clinicos (The Fugitive), asesinando a
testigos incomodos (The Constant Gardener) o incluso experimentando con material

genetico extraterrestre en pacientes desprevenidos 0 ancianos en instituciones



geriatricas (The X-Files). Si Dante re-escribiera “La Divina Comedia” seguramente
reservaria el octavo circulo de hielo del Infierno para las compaiias farmacéuticas....
Por supuesto, ese tipo de ideas también son terreno fertil para la aparicion de
maltiples leyendas urbanas donde las farmacéuticas son acusadas sin sustento alguno
de experimentar con humanos sélo en America Latina y Africa, porque los
ciudadanos del primer mundo no se prestan a ser “Conejitos de Indias”, o son
responsables de causar epidemias para luego vender la cura para la enfermedad
causante de la epidemia, ya que la misma fue preparada de antemano y almacenada en
algln recondito almacén.

La realidad, sin embargo, es muy distinta a la que nos quieren vender los medios

amarillistas y los fanaticos de las teorias de la conspiracion. A saber:

e La industria farmacéutica en general y la investigacion clinica en particular
operan en ambientes estrictamente regulados y bajo una supervisién maltiple.

e La mayoria de los ensayos clinicos se realizan en paises del llamado “Primer
Mundo”. Si bien en las Gltimas décadas se ve una participacién mayor de
paises periféricos, esto se debe a la necesidad de reducir costos, realizar
pruebas con distintos grupos étnicos (no todas las razas reaccionan igual a un
determinado farmaco), y ampliar el nimero de pacientes disponibles. Esta
situacién, por supuesto aporta desafios adicionales para asegurar que los
ensayos clinicos se realicen de acuerdo a las Buenas Practicas, pero esto es
una consecuencia y no la causa.

e Las compafiias farmacéuticas son empresas y como tales su motivacion es
obtener ganancias. El desarrollo de nuevos farmacos se realiza por

motivaciones médicas y de negocios. La provision de los medicamentos



necesarios a los pacientes que no pueden costearla es, a priori, responsabilidad
del estado. Sin embargo, y bajo distintos programas de Responsabilidad Social
Empresaria (RSE) muchas compafiias tienen programas para proveer
gratuitamente medicacion a aquellos que lo necesiten, entre otras acciones de

RSE.

Dicho de otra manera, las compafiias farmacéuticas son simplemente empresas como
cualquier otra, con las mismas virtudes y las mismas posibilidades de mejora. En su
afan por reducir costos, estas compafiias suelen tercerizar algunas funciones
relacionadas con la investigacion clinica a empresas especializadas Ilamadas

genéricamente Contract Research Organizations (CRO).

Las CRO tienen mudltiples stakeholders al igual que muchas compafiias y por
supuesto, responden a la farmacéutica que la contrata (patrocinante o sponsor). Sin
embargo, uno de los stakeholders adquiere importancia especial: los sujeto de prueba.
Si bien cada centro de investigacion tiene un comité de ética supervisando los
aspectos generales de cada ensayo clinico, las CRO tienen la responsabilidad de
realizar el monitoreo de los mismos, los que las pone en una posicion muy delicada
entre las necesidades del patrocinante y la necesidad de salvaguardar los derechos, la
salud y el bienestar de los sujetos de prueba. Es por eso que las CRO requieren
codigos de ética corporativa muy estricta. Al mismo tiempo y debido a este motivo su
relacion con el patrocinante posee algunos matices particulares. Estos dos topicos

seran desarrollados a lo largo del presente trabajo.
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1. Objetivos

El objetivo principal de esta tesis es definir los aspectos fundamentales de los codigos
de ética corporativa de las empresas conocidas como Contract Research
Organizations (CRO) con el fin de cumplimentar las premisas basicas de las buenas

practicas clinicas (también llamadas GCP: Good Clinical Practices)

e Asegurar los derechos, la seguridad y el bienestar de los sujetos de prueba
e Asegurar la integridad y validez cientifica de los datos obtenidos en los

ensayos clinicos:

Se plantea definir el estilo ético que debe prevalecer en los empleados de dichas
compaiiias con el fin de fundamentar las bases de los codigos de ética corporativa de
las CRO. Asimismo, se detallaran las estrategias de comunicacion y relaciones con los

clientes con el fin de resolver posibles conflictos de intereses que puedan enfrentarse.

La amplitud del tema del presente proyecto hace necesaria una revision historica de la
investigacion clinica desde sus comienzos, asi como la definicion de sus aspectos
particulares, los cudles presentan desafios exclusivos de ese mercado y que

dificilmente se puedan presentar en otro tipo de empresas.
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1.10bjeto y enfoque
1.1.1. Objeto

El objeto de este trabajo son las CRO, que cémo se explicara en detalle durante
este trabajo, son empresas en las cuales los patrocinadores (empresas
farmacéuticas por lo general, pero también entes gubernamentales u
universidades) delegan parte de las tareas (mas no las responsabilidades)

relacionadas con el desarrollo de ensayos clinicos especificos.

1.1.2. Enfoque

El presente trabajo presenta un enfoque cualitativo y descriptivo e historico, ya
que los aspectos éticos, empresariales y bioéticos fueron evaluados a traves de la
recoleccion de informacién presente y pasada. Se pretende definir los aspectos
relacionados con los cddigos empresariales de las CRO que aseguren el
cumplimiento de las GCP como asi también el normal desarrollo del negocio y la

saludable relacién con los patrocinadores.
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CAPITULO I: MARCO TEORICO

1. Historia de la investigacion clinica:

Segun el Profesor Diego Gracia (1998) la investigacion clinica es aquella actividad
encaminada a conocer el posible cardcter diagndstico o terapéutico de una
intervencion o un producto en los seres humanos. Tal como lo explica Aragén
Palmero?, “entendida sélo en un sentido puramente cientifico-técnico, verdad equivale
a verificar o rechazar una hipoétesis, construida a partir de la observacion de la
realidad” (p. 1). En la investigacion clinica, la hipotesis consiste en afirmar que un
determinado producto o intervencion sirve para el diagnéstico o tratamiento de una
determinada condicién (enfermedad).

La investigacion clinica sirve pues para verificar o rechazar la misma a través de la
observacién de la realidad (estado general del paciente, resultados de laboratorio,
etcétera). Si esta hipdtesis es verificada, entonces pueden realizarse los pasos
administrativos, legales, burocraticos y regulatorios para poder comercializar el
producto o la intervencion y ponerlos de ese modo al alcance de aquellos que lo
necesiten.

Gracia (1998) plantea la existencia de tres etapas de la investigacion clinica a lo largo
de la historia. Las mismas son las siguientes:

1) Primer Periodo (Desde Hipocrates hasta 1900): La investigacion clinica fortuita y

la ética de la beneficencia.

! Aragon Palmero, F. Dilemas éticos de la investigacion clinica. Articulo publicado en el sitio web de
Infomed, Red de Salud de Cuba (http://www.sld.cu), recuperado el 18/03/2015.
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2) Segundo Periodo (1900 - 1947): La investigacion clinica disefiada y el principio
de autonomia.
3) Tercer Periodo (1947 hasta la actualidad): La investigacion clinica regulada y la

ética de la responsabilidad.

1.1 Primer Periodo: La investigacion clinica fortuita y la ética de la beneficencia:

Como afirma Aragon Palmero citando a Gracia?, en esta etapa “la investigacion
clinica se considera como algo “fortuito o casual” ya que “todo acto médico
habia de tener per se un caracter diagnéstico o terapéutico y sélo per accidens
un carécter investigativo” (p. 1). Dicho de otro modo, cada conducta o
intervencion médica tenia que estar fundada en el objetivo principal producir un
beneficio para el paciente. Como mencionan Outmuro et al®, “la investigacion
clinica se basaba en el principio del doble efecto: se investigaba mientras se
diagnosticaba o curaba y siempre con la intencién de ayudar al paciente. La
investigacion “pura” s6lo podia hacerse en animales y en cadaveres” (p. 1).

La necesidad de actuar siempre en beneficio del paciente limitaba el campo de
accion de los investigadores, ya que dejaba sélo un namero limitado de opciones
para recabar informacion. Segiin Outmuro et al.*:

“La investigacion en esta etapa se basa en tres procedimientos: la
analogia, el azar y la curacion. Las observaciones hechas en animales son
extrapoladas por analogia al hombre. Por su parte, los accidentes, las
heridas de guerra y otras situaciones azarosas ofrecen la oportunidad de
aprender la anatomia y la fisiologia en un ser humano vivo. Finalmente,
al médico le estad permitido investigar en el proceso de curacion de la

2 Op. Cit.

3 Qutmuro, D., Trujillo, J., Kohn Loncarica, A. Las desventuras éticas de la investigacion clinica.
Articulo publicado en el sitio web de la Asociacion Argentina de Bioética (http://www.aabioetica.org),
recuperado el 15/03/2015.

4 Op. Cit.
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enfermedad ya que, cuando ha probado todo lo cocido puede ensayar
otras alternativas en beneficio del enfermo (p. 1)”.

Outmuro et al. mencionan algunas excepciones a lo mencionado anteriormente
tales como los “medicos dogmaticos”:

“Se trata de algunos médicos y bidlogos alejandrinos del siglo 1l a.C.,
como Herdéfilo de Alejandria y Erasistrato de Calcedonia, quienes
habrian realizado experimentos vivisectivos en humanos. No obstante,
esta experiencia solo podia hacerse si se cumplian algunos criterios, a
saber: s6lo en criminales condenados a muerte, cuando la investigacion
era esencial para el conocimiento y, finalmente, sobre la base de que el
dafio a unos pocos pudiera producir el beneficio de muchos. Nétese que
se considera licito experimentar con criminales y no con pacientes, lo que
demuestra que su estatuto ontoldgico es considerado inferior. De ello se
deduce que quien ha cometido actos tales cuyo castigo es la muerte, se ha
colocado a si mismo fuera de la comunidad moral y ha perdido sus
derechos como persona’™.

1.2 Segundo Periodo (1900 - 1947): La investigacion clinica disefiada y el
principio de autonomia.

En esta etapa, se produce un cambio fundamental en el paradigma de la
investigacion clinica pues la ética de la misma migra del principio de
beneficencia al principio de autonomia. En efecto, tal como menciona Aragon
Palmero®, “Desde ese momento se comienza a sefialar que solamente lo
experimentado, lo “validado” tiene aplicacion clinica”.

Segun Outmuro et al.”:

“Este giro de ciento ochenta grados obedece a un cambio de paradigma
epistemologico. La crisis del conocimiento empirico muestra que no hay
leyes universales y necesarias por esta via. Desde el Circulo de Viena
(exponente del positivismo l6gico) se abandona el inductivismo ingenuo
y comienza a defenderse un inductivismo critico que afirma que las
leyes cientificas son solo probables. Més tarde, Popper dira que las
hip6tesis no pueden ser verificadas sino tan soélo falsadas inaugurandose
el falsacionismo. La provisionalidad del conocimiento cientifico, puesta

5> Op. Cit.
6 Op. Cit.
7 Op. Cit.
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en evidencia por estas corrientes epistemologicas, obliga a revisar
constantemente las teorias (p. 1)”.
Estos cambios en el paradigma epistemoldgico son lo que segin Gracia (1998)
llevan a concluir que “La validacion o investigacion en seres humanos tiene que

ser posible per se y no solo per accidens”

Outmuro et al. afirman que durante esta etapa “se vuelve esencial la necesidad
de controlar el conocimiento fortuito” y que para lograr este proposito “se pasa
del experimento casual, tipico del periodo anterior, al disefio experimental”®. De
este modo, se privilegian los estudios experimentales sobre los observacionales,
los prospectivos sobre los retrospectivos, los que poseen un grupo control sobre
los que trabajan s6lo con un grupo activo, los aleatorios sobre los no

randomizados, etc.

Cabe reconocer, que desde mediados del siglo 17 el principio de autonomia
venia imponiéndose sobre el principio de beneficencia. Sirva como ejemplo el
experimento de Edward Jenner en su busqueda de encontrar un medio para
prevenir la viruela humana:

“A mediados del siglo XVIII ya se reconocia que las mujeres que
ordefiaban las vacas no sufrian de viruela humana, si se habian infectado
con viruela vacuna. La viruela vacuna causaba ampollas en las ubres de las
vacas. Muchas de las que ordefiaban vacas desarrollaban ampollas
similares en sus manos y brazos, que no causaban gran enfermedad en los
humanos. Cuando alguna poblacion era atacada por una epidemia de
viruela humana, eran estas mujeres las que no sufrian ninguna infeccion.
Fue ese conocimiento popular lo que le dio la idea a Jenner de estudiar la
veracidad de esa creencia y decidid probar su hip6tesis de que la viruela
vacuna protegia a las personas de la viruela humana.

Su oportunidad llegd cuando en mayo de 1796, una ordefiadora llamada
Sarah Nelmes desarrollé viruela vacuna a través del contacto con las vacas.

8 Op. Cit.
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Jenner saco fluido de una pustula de la mano de Nelmes e inocul6 a James
Phipps, un nifio saludable de ocho afios. El hizo 2 cortes superficiales de
media pulgada en el brazo del nifio y aplicé el fluido. Seis semanas méas
tarde inoculé al nifio con el virus vivo de la viruela humana, pero el nifio
no se enfermo. Este procedimiento se conoce como "variolacion." Meses
mas tarde Jenner volvié a exponer al nifio al virus de la viruela humana a
través de la variolacion, sin causar enfermedad. Aparentemente Jenner
también expuso a varias personas que habian tenido viruela vacuna al virus
de la viruela humana, sin causar infeccion en ellos. Estos experimentos y
observaciones llevaron a Jenner a concluir que efectivamente el virus de la
viruela vacuna protegia contra la viruela humana. Como resultado, el
infectar a personas con el virus de la viruela vacuna se convirtio en la
vacuna contra la viruela humana®”.

El experimento de Jenner fue estrictamente empirico ya que en esa época aln no
se habia producido el cambio en el paradigma cientifico anteriormente citado,
pero ilustra como el principio de autonomia comenzaba a ganar importancia en
la mentalidad cientifica de la época. Efectivamente, Phipss era un nifio sano y
luego de la “variolizacion” Jenner lo inoculé premeditadamente con la viruela
humana. Aln sin hacer ningun juicio de valor al respecto de este hecho a fin de
evitar una falacia presentista, queda claro que no habia a priori ningin beneficio
comprobado para Phipss. EI razonamiento empirico de Jenner resultd correcto
pero podria no haberlo sido. En cuyo caso Phipss hubiera sido un nifio de ocho

afios contagiado de viruela.

Es importante considerar que el principio de autonomia, si bien por un lado
apuntaba a la obtencion de datos experimentales soélidos, objetivos vy
reproducibles, también subrepticiamente aumentaba la posibilidad de que se

produjeran avances impropios sobre los derechos de los sujetos experimentales.

% Informacion obtenida del sitio web http://thebody.com. Recuperado el 18/03/2015.
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Segin Outmuro et al.!%: el potencial dafio sobre el sujeto de investigacion no es

tenido en cuenta y hasta, de algin modo, se considera que el dafio producido a unos

pocos se justifica en pos del avance de la ciencia y del beneficio de la humanidad.

Sierra (2011) considera que “La investigacion biomédica en Alemania entre
1900 y 1930 era considerada como la méas avanzada del momento, no sélo en
relacion con los avances en distintos campos, sino también en relacién con las
normas y reglamentos éticos y legales”, opinion compartida por Outmuro et al.
Nuevamente segun Sierra (2011): “El Gobierno del Reich Prusiano promulgo, en
1900, una serie de normas éticas relativas a la experimentacién en humanos con
nuevas herramientas terapéuticas denominado Caddigo Etico de Berlin”. Esta
serie de normas se implementaron “tras el escandalo del denominado «caso
Neisser», que habia reconocido publicamente (1898) haber inoculado suero de
sifiliticos a prostitutas con la excusa de estudiar la evolucién de la lGes,
provocando el contagio de la enfermedad a consecuencia”

Aragon Palmero menciona otros ejemplos que podrian haber contribuido a la
implementacion del Codigo Etico de Berlin: “Existieron casos de
investigaciones en recién nacidos, embarazadas, pacientes quirdrgicos,
subnormales, locos y moribundos.”

Ademas de dicho cddigo ético, Sierra (2011) también menciona que en 1931:

“El Ministerio del Interior del Reich dictd unas «Directrices para nuevas
terapias y experimentacion en humanos» que recogian la doctrina legal del
consentimiento  informado, prohibiéndose la experimentacion con
moribundos y con necesitados economicos o sociales, respetar la
proporcionalidad riesgo/beneficio y la necesidad de la experimentacion
previa en animales.”

10 Op. Cit.
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Estas directrices representaban un avance sin precedentes desde el punto de vista
ético, semejantes en muchos aspectos a las actuales normativas. Sin embargo, se
produjo un lamentable retroceso en 1933, con la llegada al poder del Partido
Nacionalsocialista de Adolf Hitler (NSDAP).

Dicho gobierno realiz6 una serie de cambios en la legislacion alemana que

desencaden6 una ola de abusos sistematicos que afectd originalmente a la

mayoria de las poblaciones alemanas mas vulnerables, pero que luego se
expandi6 a la mayor parte de Europa. Algunas de las razones que, en opinion del
autor, favorecieron el fendmeno anteriormente descripto se listan debajo:

- Lanaturaleza totalitaria del régimen nazi.

- La ocupacién y anexamiento de territorios (en muchos casos paises enteros)
por parte del Tercer Reich, que dejaban a sus poblaciones nativas indefensas
ante el autoritarismo y prepotencia de los colonizadores, quienes ademas,
actuaban convencidos de su superioridad racial sobre los colonizados. Cabe
destacar que esta situacion no fue privativa de la Alemania Nazi, ya que
también podria citarse la invasion japonesa a la region de Manchuria (China)
en 1931 y que fue el inicio de la pesadilla que representd la Unidad 731,
como se mencionara mas adelante.

- Laelevada incidencia de heridas en las tropas combatientes y la necesidad de
curarlas en el menor tiempo posible para devolverlas al campo de batalla. En
muchos casos el conocimiento cientifico necesario para el tratamiento de las
mismas era muy reducido (congelaciones, quemaduras, hipoxia, radiaciones)
y ante la necesidad de implementar nuevos tratamientos, la tentacion de
utilizar a los prisioneros de guerra y/o los pobladores de las zonas ocupadas

era intensa. Ademas, como se expresO anteriormente, el estatus ontoldgico
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de los pobladores de las zonas ocupadas era considerado inferior a ojos de
los colonizadores. Nuevamente, el principio de autonomia justificaba el

potencial dafio en los sujetos de investigacion.

Sierra (2011) proporciona una detallada lista de los experimentos que fueron
producidos por los nazis durante la Segunda Guerra Mundial en los infames

campos de concentracion:

“Los experimentos médicos que se realizaron masivamente en los campos
de concentracion estaban orientados en tres direcciones: 1) investigaciones
dirigidas a mejorar la supervivencia del ejército aleman frente a agentes
bélicos (gases, bombas incendiarias, radiaciones) o a condiciones
meteoroldgicas adversas (frio, altura); 2) experimentacion de nuevos
farmacos o técnicas quirtrgicas y 3) demostracion de las teorias
nacionalsocialistas de superioridad racial (antisemitismo, eugenesia). De
todos modos, se realizaron otros experimentos sin sentido alguno con el
Unico fin de provocar sufrimiento o exterminio. Algunos ejemplos de
experimentos realizados en esta época:

- Investigacion de tratamientos médicos de heridas de guerra. Se
ocasionaban heridas en las que se introducia virutas y cristales, sobre-
infectandolas con Streptococcus sp., Clostridium perfringens o Clostridium
tetani y se trataban con sulfamidas para comprobar su eficacia
(Ravensbriick, 1942-1943); se causaban heridas con gas mostaza
(Sachsenhausen y Natzweiler, 1939-1945) o con fosforo para estudiar su
evolucion (Buchenwald, 1943- 1944).

- Estudios de sobrevivencia. Se calculaba cuantos dias se podia resistir
bebiendo sélo agua de mar (Dachau, 1944); congelacion (Dachau y de
Auschwitz, 1941); simulacién de condiciones de altitud en camaras de baja
presion (Dachau, 1942).

- Eficacia de venenos orales y balas envenenadas (Buchenwald, 1943-
1944).

- Inoculacién de enfermedades transmisibles: fiebre amarilla, viruela, tifus,
paratifus A 'y B, céleray difteria (Buchenwald y Natzweiler, 1941-1944).

- Esterilizacion mediante rayos X, castracion quirdrgica o inyeccion de
diversas sustancias como formol o nitrato de plata en las trompas.
(Auschwitz y Ravensbriick,(1941-1945). Muchos fueron irradiados sin
darse cuenta, mientras rellenaban formularios.

- Experimentos en nifios gemelos. Disefiados por el médico nazi Josef
Mengele para mostrar las similitudes y diferencias en la genética y
eugenesia de los gemelos, asi como para ver si el cuerpo humano puede ser
manipulado de forma antinatural. Se realizaron experimentos sobre méas de
1.500 pares de gemelos presos, de los cuales menos de 200 individuos
sobrevivieron tras los estudios. - Programa para la eutanasia, Gnadentod
(«muerte caritativa»), que dio paso al exterminio sistematico con cdmaras
de gas de pacientes psiquiatricos. Posteriormente este método fue aplicado
para intentar el genocidio de judios, gitanos y otras etnias.”
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Grafico #1: Ubicacion de los principales campos de experimentacion cientificas con
prisioneros (2015)**.

Un hecho menos conocido, pero igualmente aberrante, lo constituyen las
practicas realizadas por la llamada Unidad 731 en la region de Manchuria
(China). Esta unidad fue establecida en la ciudad de Harbin en 1938, durante la
ocupacion japonesa de Manchuria. Su verdadero nombre fue “Departamento de
Purificacion de Agua y Prevencion Epidémica del Ejército de Kwantung” pero
pronto fue conocida simplemente como Unidad 731. Al mando de la misma se
encontraba el Teniente General Shiro Ishii. El Profesor Tsuchiya (2006)
menciona que Ishii era un médico y microbidlogo militar, formado en Japon,
Europa y los Estados Unidos. Segun dicho autor, desde 1925 Ishii venia
presionando a sus superiores para implementar un programa de armas biol6gicas
y quimicas, pese a que las mismas estaban prohibidas por la Convencién de
Ginebra de 1920. Ishii imagin6 una red de avanzados laboratorios médicos,

equipados con la ultima tecnologia de la época y donde se realizarian

1 Informacion obtenida del sitio web http://www.elholocausto.net. Recuperado el 18/04/2015
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investigaciones con seres humanos para mejorar la medicina militar de Japén. La
invasion japonesa a Manchuria en 1931, favorecio la realizacion de esas ideas.
Se estima que al menos 3000 civiles (incluyendo nifios y mujeres embarazadas)
y prisioneros de guerra murieron como consecuencia de los experimentos alli
realizados, que incluian vivisecciones sin anestesia, experimentos con armas
bioldgicas y quimicas, asi como pruebas de congelamiento y de presion para

establecer los limites de la resistencia humana.

A diferencia de los cientificos alemanes, que fueron juzgados y condenados en el
Tribunal Internacional de Nuremberg, los cientificos de la unidad 731
negociaron su libertad con los aliados a cambio de los datos recabados durante
sus investigaciones. Muchos de ellos emigraron a los Estados Unidos y se

desempefiaron como médicos, profesores o ejecutivos.

Si bien la existencia de regimenes totalitarios favorecian situaciones como las
descriptas anteriormente, es cierto que eso no era una condicién sine qua non
para los abusos en la investigacion clinica, pero si parece serlo el hecho de
considerar a los sujetos de prueba como ontoldégicamente inferiores. Un caso
emblematico de esta situacion fue el Estudio de Tuskegee. Segun Sierra (2011),
dicho estudio clinico fue “llevado a cabo entre 1932 y 1972 en Tuskegee,
Alabama (Estados Unidos), por los servicios publicos de salud americanos. En
él, 399 aparceros negros, en su mayoria analfabetos, fueron estudiados para

observar la progresion natural de la sifilis”.

Nuevamente segun Sierra (2011):
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“Este experimento gener6 mucha controversia y provoco cambios en la
proteccion legal de los pacientes en los estudios clinicos. Los sujetos
utilizados en este experimento no dieron su consentimiento informado, no
fueron informados de su diagndstico y fueron engafiados al decirles que
tenian «mala sangre» y que podrian recibir tratamiento meédico gratuito,
transporte gratuito a la clinica, comidas y un seguro de entierro en caso de
fallecimiento si participaban en el estudio.

En 1932, cuando empez6 el estudio, los tratamientos para la sifilis eran
toxicos, peligrosos y de efectividad cuestionable (Salvarsan, sales de
bismuto y pomadas mercuriales). Parte de la intencién del estudio era
determinar si los beneficios del tratamiento compensaban su toxicidad y
reconocer las diferentes etapas de la enfermedad para desarrollar
tratamientos adecuados a cada una de ellas. Los doctores reclutaron a 399
hombres negros, supuestamente infectados con sifilis, para estudiar el
progreso de la enfermedad durante los 40 afios siguientes. Un grupo control
de 201 hombres sanos fue también estudiado para establecer
comparaciones.

En 1943, se introdujo la penicilina para el tratamiento de la enfermedad.
Era un tratamiento seguro que se generalizd6 a partir de 1948, pero
inexplicablemente el estudio de Tuskegee continué hasta 1972. Los
responsables del experimento no sélo ocultaron la informacion sobre la
penicilina para continuar estudiando como la enfermedad se diseminaba y
acababa provocando la muerte, sino que llegaron a advertir a los sujetos
para que evitaran el tratamiento con penicilina, que ya estaba siendo
utilizada con otros enfermos del lugar.

El estudio Tuskegee no era un experimento secreto y sus resultados se
publicaron en diversas ocasiones en la prensa médica. En 1972 finalizé el
experimento, tras ser denunciado en la prensa diaria. De los 399
participantes, habian muerto 28 de sifilis y otros 100 de complicaciones
médicas relacionadas. Ademas, 40 mujeres de los sujetos resultaron
infectadas y 19 nifios contrajeron la enfermedad al nacer.”

1.3 Tercer Periodo (1947 hasta la actualidad): La investigacion clinica regulada y
la ética de la responsabilidad.

Como consecuencia de los hechos ocurridos durante la Segunda Guerra Mundial
que fueron detallados arriba, en 1947 se redactd el “Codigo De Niiremberg”
(Ver Anexo I). Segun Sierra (2011) “sus autores fueron los médicos Leo
Alexander y Andrew lvy, que se basaron en los criterios usados para la condena
de 24 médicos nazis en el Juicio de Nuremberg (1945-1946)”. Dicho codigo
consiste en 10 puntos que deben ser tenidos en cuenta para realizar una

investigacion con seres humanos, entre los cuales se destaca la necesidad del
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consentimiento voluntario, sin coercion de ningun tipo, por parte del sujeto de
prueba y el derecho del mismo de retirarse de la investigacion en cualquier
momento. Asimismo se enfatiza en que la investigacion a realizarse debe ser
provechosa para la humanidad en su conjunto y que ningln experimento llevara

a la muerte o al dafio permanente de los sujetos de prueba.

Sierra (2011) argumenta que, a pesar de la importancia de estos principios, “el
Cddigo de Niremberg, no tuvo aceptacion general sobre los aspectos éticos de la
investigacién humana, por lo que se constituyd la Asociacién Médica Mundial
(AMA) en Londres, 1946”. En 1964, la AMA emiti6 la declaracion de Helsinki
— Principios éticos para las Investigaciones Médicas en Seres Humanos (ver
Anexo Il). La misma ha sido enmendada en multiples ocasiones, pero los
principios basicos de la misma se han mantenido. Entre ellos Sierra (2011)
menciona los siguientes:

“El respeto por el individuo (Art. 8), su derecho a la autodeterminacion y el
derecho a tomar decisiones informadas (consentimiento informado) (Art.
20, 21y 22) incluyendo la participacion en la investigacion, tanto al inicio
como durante el curso de la investigacion. El deber del investigador es
solamente hacia el paciente (Art. 2, 3y 10) o el voluntario (Art. 16 y 18), y
mientras exista necesidad de llevar a cabo una investigacion (Art. 6), el
bienestar del sujeto debe estar siempre por encima de los intereses
cientificos o sociales (Art. 5) y las consideraciones éticas deben tomarse de
acuerdo a las leyes y regulaciones (Art. 9)”.

Otro hito relevante, al respecto la definicion de los estandares éticos, lo
constituyd la creacion del “Reporte Belmont” (ver Anexo III) en 1979. Este
reporte fue producido por “The National Commission for the Protection of
Human Subjects of Biomedical and Behavioral Research” (Comision Nacional
para la Proteccion de Sujetos Humanos en la Investigacion Biomédica y de

Comportamiento) como consecuencia del Estudio de Tuskegee. El objetivo de
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dicha comision fue “identify the basic ethical principles that should underlie the
conduct of biomedical and behavioral research involving human subjects and to
develop guidelines which should be followed to assure that such research is
conducted in accordance with those principles” (identificar los principios éticos
béasicos que deberian guiar la realizacion de las investigaciones biomédicas y de
comportamiento que involucren a sujetos humanos y desarrollar guias que
deberan ser seguidas para asegurar que las investigaciones se realicen de acuerdo
a dichos principios). El reporte establece los siguientes principios

fundamentales:

1. Respeto por las personas
2. Beneficencia

3. Justicia

También hace hincapié en la necesidad de un consentimiento informado por
parte del sujeto de prueba, la voluntariedad de los mismos y la necesidad de
evaluar continuamente los riesgos a los que estardn expuestos los sujetos de

prueba contra el beneficio a obtener por la poblacién general.

Sobre la base de estos tres documentos, en 1996 la Conferencia Internacional de
Armonizacién de Requerimientos Técnicos para el Registro de Farmacéuticas
para Uso Humano (ICH) elabor6 un documento llamado “Guideline for Good
Clinical Practices”, llamado genéricamente GCP. Las GCP, de acuerdo a la
propia definiciéon del documento, “constituyen un estandar de calidad ética y
cientifica para el disefio, la conduccion, el registro y el reporte de estudios que

involucren a seres humanos”. Este documento esta “alineado con la Declaracion
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de Helsinki” y su cumplimiento “asegura al publico que los derechos, la

seguridad y el bienestar de los sujetos de prueba estan protegidos”.

Los principios fundamentales de las GCP se listan debajo:

1.

Los ensayos clinicos deben realizarse de acuerdo a los principios éticos
originados en la declaracion de Helsinki.

Un ensayo clinico debe llevarse a cabo solo si los beneficios esperados
justifican los riesgos.

Los derechos, seguridad y bienestar de los sujetos de prueba son de la mayor
consideracién y deben prevalecer sobre cualquier otro interés cientifico o de
la sociedad.

La informacion pre-clinica y clinica deben apoyar a cualquier ensayo clinico
propuesto.

Los ensayos clinicos deber ser cientificamente sélidos y debe estar descripto
en un protocolo claro y detallado.

El ensayo clinico debera realizarse de acuerdo al protocolo, luego que éste ha
sido revisado y aprobado por un comité de revision institucional (IRB) y por
comités de ética independientes (IEC).

El cuidado médico y las decisiones relacionadas, debe ser llevados a cabo
por un médico calificado.

Cada individuo que cumpla tareas relacionadas con un ensayo cinico debe
estar calificado por educacion, entrenamiento y experiencia para cumplir con
dichas tareas.

Libre consentimiento informado debe obtenerse de cada sujeto de prueba

antes de su participacién en un ensayo clinico.
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10.

11.

12.

13.

Toda la informacién de un ensayo clinico debe ser registrada, manejada y
almacenada de manera de asegurar su adecuado reporte, interpretacion y
verificacion.

La confidencialidad de los registros que permitan identificar a los sujetos de
prueba debe ser protegida, de manera de respetar la privacidad y las reglas de
confidencialidad determinadas por las regulaciones vigentes.

Los productos de investigacion (IP), deben ser manufacturados, manejados,
y almacenados de acuerdo con las Buenas Practicas de Manufactura (GMP).
Su uso deberd limitarse al protocolo aprobado.

Deberan implementarse sistemas y procesos que aseguren la calidad de cada

aspecto del ensayo clinico.

Las GCP se han transformado en la base de todas las leyes y regulaciones

nacionales e internacionales, que rigen a los ensayos clinicos. En nuestro pais,

dichas regulaciones estdn conformadas por las Resoluciones de la

Administracion Nacional de Medicamentos, Alimentos y Tecnologia Médica

(ANMAT) nimeros 6677/10 y 1480/11.

Investigacion y Desarrollo de Medicamentos — Situacion Actual:

mas que otras empresas de manufactura en relacion a las ventas

Dimachkie Masri et al (2011) explica algunos datos relevantes: “El proceso de
aprobacion de una droga es un proceso largo y costoso” y “Las compaiias

farmacéuticas invierten en Investigacion y Desarrollo (R&D) en promedio 5 veces

9912

12 Dimachkie Masri, M., Ramirez, B., Popescu, C., Reggie, E. Contract Research Organizations: An
Industry Analysis. Articulo publicado en el sitio web de GuideStar (http://www.guidestarclinical.com),
recuperado el 30/05/2015.
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Dichos autores a su vez definen cuatro etapas para dicho proceso:

1. Descubrimiento de la droga

2. Investigacion preclinica

w

Investigacion clinica

4. Revision de las autoridades regulatorias (FDA, ANMAT, etcétera)

En promedio, y siempre segun los autores nombrados, por cada 10.000 drogas

descubiertas en la etapa 1, 250 llegaran a la etapa 3, y 1 sera aprobada para su uso en

humanos. El tiempo de desarrollo puede durar hasta 15 afos.

Si nos detenemos en la etapa 3 (investigacion clinica), los ensayos clinicos pueden

clasificarse de distintas maneras, pero la méas frecuentemente utilizada es aquella que

los clasifica en 4 fases sucesivas:

Fase I: Los ensayos de esta fase constituyen la primera aplicacion de un
nuevo producto de investigacion (IP) en seres humanos. Como se explico
anteriormente, son precedidos por ensayos pre-clinicos (modelos
experimentales “in-vitr0” y ensayos en animales) Yy tienen como fin
conocer la farmacocinética y la farmacodinamia (metabolismo y acciones
farmacoldgicas) del IP y obtener informacion sobre su seguridad (efectos
adversos). Se realiza en un pequefio numero de individuos sanos (entre 10
y 20 individuos, raramente méas de 30) que reciben una compensacion
pecuniaria por su participacion. Estos ensayos se realizan en instalaciones
especiales, donde los pacientes permanecen internados y bajo cercana y

estricta supervision por parte de médicos y enfermeros.
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Fase II: Esta fase se realiza en pacientes que poseen la enfermedad o
condicion médica que pretende tratarse con el IP y se busca obtener
informacion acerca de la eficacia y la seguridad del IP. El beneficio para
los pacientes estd dado por el tratamiento de su enfermedad y por lo tanto
no reciben compensaciones pecuniarias. Habitualmente, el ndmero de
pacientes oscila entre unas pocas centenas (200, 300 pacientes). Los
pacientes no permanecen internados, pero tienen un estricto cronograma de

visitas al médico investigador para su monitoreo y control.

Fase I1I: Al igual que la fase I, esta fase a cabo con pacientes que poseen
la enfermedad o condicion médica a tratarse con el IP. Se busca obtener
informacion complementaria acerca de la eficacia y la seguridad,
especialmente en distintos grupos etarios 0 étnicos. También se
monitorean efectos adversos poco frecuentes. En este caso, el nimero de
pacientes involucrados es de unos pocos miles (2000, 3000 pacientes).
Nuevamente, los pacientes no permanecen internados pero tienen un
estricto cronograma de visitas al médico investigador para su monitoreo y
control. Una vez terminada la Fase Ill, el IP esta en condiciones se ser
presentado ante las agencias regulatorias locales (FDA, ANMAT,
ANVISA, EMEA) para su comercializacion. Habitualmente, el IP se envia
primero a la FDA (Estados Unidos) y EMEA (Comunidad Econdmica
Europea), y una vez aprobado en esos paises se presenta en las autoridades

regionales de otros paises.
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- Fase IV: estudios llevados a cabo luego de aprobada la comercializacion
del IP y su funcion fundamental es monitorear la aparicion de efectos
colaterales muy poco frecuentes (con una posibilidad menor a 1 por mil).
Se conocen también como estudios de farmaco-vigilancia.

De acuerdo al James Lind Institute®®:

“El mercado farmacéutico global se estima en 427 mil millones de dolares,

de los cuales 60 a 65 mil millones corresponden a Investigacion y
Desarrollo (I&D). ElI mercado global de ensayos clinicos ha crecido
durante la ultima década a un ritmo sin paralelo y se ha reconocido como
un fendmeno global. Se estima que el market share de los ensayos clinicos
globales esta por encima de los 45 mil millones de dolares y la industria
emplea méas de 2 millones de personas, s6lo en los Estados Unidos.

Si bien Estados Unidos y Canadad han conducido el mayor nimero de
ensayos clinicos, durante los Ultimos afios también se ha visto un répido
incremento en la participacion de paises periféricos y en vias de desarrollo,
especialmente en América, Asia y la India. Estos paises tienen distintas
poblaciones éticas y un rango amplio de enfermedades, desde Malaria
hasta Cancer. Esta diversidad étnica, asociado a menores costos y un
adecuado nivel profesional de los médicos de esos paises han hecho a estos
paises muy atractivos para la investigacion clinica” (p. 1).
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Cuadro #1: Numero de Ensayos Clinicos por pais — 2011. Fuente: US National
Institutes of Health, citado por Dimachkie Masri et al.**

13 Informacion obtenida del sitio web: http://www.jliedu.com/research_industry. Recuperado el
30/05/2015.
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Dimachkie Masri et al. (2011) afirman que el proceso de Investigacion y Desarrollo
genera nuevos desafios para las compafiias farmacéuticas:

“Las grandes compafiias farmacéuticas utilizan cada vez mas seguido
estrategias de “downsizing” para ser capaces de concentrar sus recursos en
habilidades y conocimientos clave. De esta manera, se tercerizan procesos
relacionados con el desarrollo de medicamentos, manufactura vy
marketing. Existen varias razones para tercerizar, entre las que se incluyen
falta de capacidad interna, deficiencias de procesos y control de costos. Sin
embargo, la principal razon es la presion creciente para asegurar los
margenes de ganancia de las comparfiias mediante la reduccion de costos.
Considerando que esta presion continuard aumentando en el futuro, Las
“contract research organizations” (CRO) se estan volviendo un socio
estratégico importante para las comparifas farmacéuticas™*®.

3. Contract Research Organizations - Su rol actual:

Las GCP definen a la Contract Research Organization (CRO) como a una persona o
una organizacién (comercial o académica) contratada por un patrocinador para
realizar una 0 mas de las responsabilidades y funciones propias del patrocinador. El
patrocinador es un individuo, compafiia, institucion u organizacion responsable por la
iniciacion, manejo y/o financiamiento de un ensayo clinico. Habitualmente el
patrocinador es una compafia farmacéutica. Segun la seccion 5 de las GCP, la
transferencia de responsabilidades y funciones del patrocinador hacia la CRO debe
realizarse por escrito, pero la responsabilidad final por la integridad y la calidad de
los datos de un ensayo clinico siempre recae sobre el patrocinador.

De acuerdo al James Lind Institute, “Las principales CRO a nivel global incluyen a
Quintiles, Covance, Parexel, PPD y Kendle®. Sin embargo, dicho instituto provee
una lista de mas de 50 CRO sdlo en Estados Unidos de Norteamérica, incluyendo

algunas compafiias farmacéuticas que tienen su propia CRO, (Astra Zeneca, Bristol-

14 Op. Cit.
15 Op. Cit.
16 Op. Cit.
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Myers Squibb, Eli Lilly and Company, Novo Nordisk A/S), otras CRO
internacionales pero de menor impacto en el mercado (ICON, Cognizant) y algunas

con presencia local solo en ese pais (Dr. Reddy’s).

Nuevamente, segun Dimachkie Masri et al (2011):

“Las primeras CRO ofrecian a las comparfiias farmacéuticas un limitado
numero de servicios. Estas actividades subcontratadas eran moderadamente
especializadas e incluian consultorias en bioestadistica o actividades de
monitoreo. Al dia de hoy, las CRO ofrecen un amplio rango de servicios
gue incluyen la seleccion de investigadores y centros de investigacion,
asistencia con el reclutamiento de sujetos de prueba, farmacovigilancia y
reporte, auditoria de centros, manejo de datos y bioestadistica” (p. 1).

Ademas de las actividades mencionadas, las CRO méas importantes ofrecen también
servicios de Marketing Farmacéutico, Almacenamiento de IP (Investigational
Product, que no es otra cosa que el farmaco, droga o vacuna experimental),

Actividades de Fase 1 y Laboratorio Central.

Preclinical/Toxicology

Lab analysis

Qs

FPhase |

Regzulatory affairs

DS

Phase 1I-I'V

o 50 100 150 200 250 S0

Cuadro #2: Servicios ofrecidos por las CRO en América del Norte. Fuente: Biopharm
Knowledge Publishing, The Contract Research Annual Review 2006, citado por Dimachkie et
al*’.

7 Op. Cit.
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La mas relevante de las acciones delegadas que llevan a cabo las CRO es el monitoreo
del ensayo clinico. Las GCP definen al monitoreo como “el acto de supervisor el
progreso de un estudio clinico y asegurar que el mismo es conducido, registrado y
reportado de acuerdo con el protocolo, los procedimientos operativos estandar (SOP),
las GCP y los requerimientos regulatorios aplicables.”. Esta tarea es llevada a cabo por
los Contracts Research Associates (CRA) o “Monitores”. Los CRA suelen ser
profesionales de la salud (Médicos, Bioquimicos, Farmacéuticos, Enfermeros,
Nutricionistas, etcétera), que han completado un curso de formacion como monitores.
Su tarea los pone en contacto diario con representantes del patrocinador y con el
personal de los centros de investigacion donde se va a llevar a cabo el estudio, dado
que, de hecho, las GCP los considera como en punto primario de comunicacion entre

el centro y el patrocinador.

Las funciones primarias de los monitores han sido claramente definidas en la seccion

5.18 de las GCP (Ver Anexo 4). Algunas de las mas relevantes son las siguientes:

1. Verificar que el Investigador de cada centro tiene calificaciones y recursos
adecuados para conducir el estudio.

2. Verificar que el IP es almacenado adecuadamente y que las cantidades del
mismo son suficientes para las necesidades del centro a lo largo de la vida del
estudio.

3. Verificar que el IP es suministrado solo a los pacientes que son elegibles para
ello en las dosis especificadas en el protocolo del estudio.

4. Verificar que el investigador sigue el protocolo aprobado.

5. Verificar que cada paciente consintio por escrito para participar en el estudio.

La seccion 4.8 de las GCP provee mdltiples guias acerca del proceso de
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Consentimiento Informado, incluyendo como proceder en caso de pacientes
particularmente vulnerables tales como nifios, iletrados, comatosos o
mentalmente incapaces para consentir.

6. Verificar la precision y completitud de todos los documentos relativos
incluyendo al CRF (Case Report Form), que representa la historia clinica del
sujeto de prueba a lo largo del estudio.

7. Determinar que cualquier efecto adverso (AE) sea reportado adecuadamente y
en los tiempos definidos por las GCP, el Protocolo, el Patrocinador, el Comité
de Etica y los requerimientos regulatorios.

8. Comunicar cualquier desviacion del Protocolo, SOP, GCP o cualquier
requerimiento regulatorio y tomar cualquier accion apropiada para prevenir la

re-ocurrencia de dicha desviacion.

De acuerdo a las GCP, “la determinacion de la extension y la naturaleza del
monitoreo para un estudio determinado debe ser hecha considerando el objetivo,
proposito, disefio y complejidad del estudio”. En general, esto representa periodicas
visitas de monitoreo “on-site” que seran cuidadosamente registradas en reportes
preparados por el monitor al final de las mismas. Recientemente las CRO lideres del
mercado han establecido analisis de riesgo para definir la frecuencia y profundidad de
las visitas de monitoreo. Este procedimiento es genéricamente llamado “Risk-based

Monitoring” y sus implicancias éticas seran tratadas mas adelante.

Es importante no confundir a una visita de monitoreo con una auditoria de calidad.
Las GCP describen a las auditorias como “Una examinacion sistematica e
independiente de las actividades relacionadas a un ensayo clinico para determinar que

las mismas se llevaron a cabo y que los datos fueron registrados, analizados y
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reportados de acuerdo al protocolo, los procedimientos operativos, las GCP y los

requerimientos regulatorios.”

Si bien las mismas forman parte de las acciones de calidad que el patrocinador debe
llevar a la préctica durante el desarrollo de un ensayo clinico, las mismas suelen tener
un enfoque y una periodicidad distinta a las visitas de monitoreo. Las visitas de
monitoreo forman parte de las actividades regulares de supervision de los centros de
investigacion mientras que las auditorias de calidad sirven para determinar si todas las
actividades relacionadas con el estudio (incluyendo aquellas relacionadas con el

monitoreo) se llevaron a cabo de acuerdo a los estandares en vigencia.

4. Negocios y Codigos de Etica para las empresas

4.1 Etica y Etica de los Negocios

Tal como afirma De Michele (1998) “se suele aceptar que las reglas éticas expresan
principios que se refieren a que debemos hacer, que es lo correcto para nuestra propia

vida o como debemos evaluar el caracter de justo o bueno de una accioén o conducta”.

Sin embargo, la definicion de la ética como tal es compleja. A efectos de este trabajo,
asumiremos la definicion de John Ladd (1990), tal como es citada por De Michele Op.
Cit.: la ética es basicamente una actividad intelectual, abierta, reflexiva y critica. También es
esencialmente problematica y controversial tanto respecto de los principios a los que se
refiere como a su aplicacion. La ética consiste en cuestiones que deben ser examinadas,
exploradas, discutidas, deliberadas y argumentadas. Los principios éticos s6lo pueden
establecerse como resultado de una deliberacion y argumentacion, no son el tipo de objetos o
de hechos que pueden ser resueltos por decreto o por autoridad. Pensar que esto es posible es
confundir la ética con la creacién de leyes, reglamentos o politicas y otras formas de toma de

decision.
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Ramirez (2008) afirma que, si bien la preocupacion por la dimensién ética de los
negocios tiene sus origenes en Aristételes y fue reforzada por grandes pensadores y
tedlogos en la Edad Media, la ética de los negocios (business ethics) fue puesta en
boga recién en la década de 1980 y la siguiente. En ese entonces como consecuencia
del divorcio entre la ética y los negocios se producian numerosos abusos. Segun dicho
autor: personas que violan la leyes, engafian al consumidor, contaminan el ambiente, roban a

los accionistas, hacen trampas contables, omiten pagar derechos de autor, utilizan mano de
obra infantil o arriesgan la salud de sus empleados usando téxicos en la elaboracion de sus

productos.

Ortiz y de Mulder (2001) refuerzan este concepto al explicar que en el tltimo cambio
de milenio se produjo un ascenso de la ética como concepto de uso empresarial.
Segln dichos autores: la vieja ética, habitualmente relegada al mundo de lo clasico y lo

utopico, de lo filoséfico e intimista, al plano de la conciencia, reaparece con fuerza y
actualidad como el mejor navegador de los comportamientos correctos en las relaciones de

convivencia para transitar por la globalizacion.

De esta manera, la €tica paso de ser “un adorno intimista a pasar a ser una necesidad

estratégica de las empresas”.

Diversos autores, proponen distintas razones por las cuales la ética de negocios ha
cobrado la importancia que tiene en la actualidad. Ramirez las engloba en tres tesis

principales:

1. La falta de ética provoca pérdidas a las empresas y a los mercados. Sin
embargo, ésta tesis es discutible, ya que abundan ejemplos donde actitudes no

éticas o fraudes al consumidor significan grandes ganancias.
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2. La ética es un buen negocio: Eleva las ventas, mejora la imagen corporativa,
fortalece la lealtad y el compromiso de los empleados, impide la
sobrerregulacion del mercado, evita perder negocios y brinda mejor acceso al
financiamiento, entre otras ventajas.

3. La ética de los negocios es una aplicacion de la ética en un area especifica de

la actividad humana y en esa medida expresa un interés general.

Ortiz y de Mulder (2001) afirman que los valores éticos son un componente
estratégico de diferenciacion y que dichos valores deben “constituir la sefial de
identidad de su carisma corporativo”, dado que “en un mundo globalizado, donde el
estado nacional no puede regular las transacciones globales, no existen tratados
internacionales sustitutorios e imperativos” y por lo tanto la ética “constituye la Uinica
guia posible de crecimiento para garantizar que la actualizacion en un presente

turbulento anticipa un mejor posicionamiento en el futuro”.

Un concepto importante para este trabajo es mencionado por Ramirez cuando afirma
que “La falta de una fuerte conciencia ética, combinada con la practica de
subcontratar operaciones a quien ofrezca mayores ahorros en costo de mano de obra,
es fuente de innumerables abusos”. Volveremos con este concepto durante la

discusion de este trabajo.

4.2 Los codigos de ética en las empresas

Segun Ramirez (2008), “la tendencia mundial es establecer un compromiso minimo
con los principios que defienden los organismos internacionales de mayor solvencia
moral. La expresion escrita de este compromiso son los llamados codigos globales™.
Estos son “compendios de principios mas o menos amplios” que “han servido de base

a las principales corporaciones mundiales para la elaboracion de sus propios co6digos”.
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De Michelle (1998) define a los cddigos de ética empresarial como sistemas
establecidos con el propdsito general de guiar el comportamiento de los integrantes de
la organizacion y de aquellos con los cuales ésta interactta habitualmente: Clientes,
Proveedores y Contratistas. Sin embargo, esta definicion es limitada pues no
contempla a otros stakeholders que pueden interactuar con la compafiia, tales como
empleados, accionistas, comunidades y en el caso particular de los ensayos clinicos,

los sujetos de prueba.

Dicho autor expande esa definicion cuando afirma que son sistemas de reglas que se
originan en la maxima autoridad de la organizacion con el propésito de guiar el
comportamiento de los integrantes de la empresa y que suelen estar respaldadas por
alguna forma de sancién. Sin embargo, también aclara que para algunos autores, esto
constituye un motivo suficiente para afirmar que es un error hablar de cddigos de
ética. Se supone que la adopcidn de una regla ética debe estar fundada en razones, no
en la posibilidad de un castigo. Este argumento es también sostenido por Ladd (1990):
debemos recordar que, historicamente, el término “ética” fue introducido meramente para
indicar que el codigo del Royal College of Physicians no debia ser considerado como un

cédigo criminal (un cédigo legal). En este sentido, ético significa, simplemente, no

perteneciente al sistema legal.

Nuevamente segun De Michelle (1998), los sistemas de reglas de las empresas
Ilamados codigos de ética y la ética como actividad racional buscan el mismo fin:
guiar y justificar acciones y decisiones” y de esa manera “ofrecer alternativas

practicas frente a conflictos concretos.
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De Michelle (1998) afirma que los cddigos de ética en las empresas pretenden ser un
instrumento que facilite reconocer conflictos concretos y resolverlos de acuerdo a los
objetivos buscados por aquellos que conducen la organizacion. No pretender ser
“enunciados de buenas intenciones en abstracto, sino que buscan tener un impacto
concreto y practico en la gestion de los negocios”. En la mayoria de los casos son
manifestaciones del perfil de la organizacion y de la particular cultura de cada
empresa y su contenido se define en base a las necesidades de cada organizacion, sus

objetivos, su propia cultura y el contexto en el que se actla.

De Michelle (1998) también menciona los topicos que méas frecuentemente se hacen

referencia en los cddigos de ética:

1. Conflictos de Interés

2. Regalos y Premios

3. Proteccion de los datos de la empresa
4. Discriminacion

5. Acoso Sexual

6. Retornos

7. Comportamiento general

8. Robo

9. Uso adecuado de los bienes de la Organizacion.

Otros topicos pueden sumarse a estos dependiendo del tipo de producto o servicio que

la compaiiia ofrece.
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De Michelle afirma también que la existencia del codigo en si mismo no resuelve el
problema de las practicas consideradas inaceptables: “Es necesario reconocer las
mismas Yy luego desarrollar una politica para que las reglas elegidas sean utilizadas
efectivamente en la gestion de negocios, desplazando las practicas que consideramos

inaceptables.”
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CAPITULO Il: MARCO METODOLOGICO

1. Tipo de investigacion

La metodologia de esta investigacion es cualitativa, siendo uno de sus principales
objetivos adquirir conocimientos preliminares sobre los problemas y oportunidades
que se plantean durante las actividades diarias de una CRO y como los mismos deben
manejarse con el objetivo de velar continuamente por el cumplimiento de las premisas

fundamentales de las Buenas Practicas Clinicas (GCP).

2. Modalidad

Desde el punto de vista de la dimension temporal, esta investigacion presenta aspectos
historicos y descriptivos. Se estudio la historia de la investigacion clinica a través de
la revision de la bibliografia existente y la reconstruccion de los acontecimientos de
mayor relevancia que llevaron al desarrollo de los criterios bioéticos modernos que se
relacionan con la investigacion clinica (Cddigo de Niremberg, Declaracion de
Helsinki, Guia de Buenas Practicas Clinicas). Asimismo, se estudid la situacion actual
a través de la revision bibliografica de aspectos relacionados con el mercado actual de
la investigacién clinica, los codigos de ética corporativa y las caracteristicas del

servicio prestado por las CRO.

2.1 Hipotesis planteada

La politica de ética corporativa de una CRO requiere un desarrollo cuidadoso
con el fin de cumplimentar las premisas béasicas de las buenas practicas clinicas
(asegurar los derechos, la seguridad y el bienestar de los sujetos de prueba y

asegurar la integridad y validez cientifica de los datos obtenidos en los ensayos
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clinicos), pero a su vez necesita tener en cuenta en todo momento la relacion
con el cliente de manera de asegurar la sustentabilidad de la compafiia y la

realizacion de futuros negocios.
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CAPITULO I11: ANALISIS Y PRESENTACION DE

RESULTADOS

1. Las CRO y su relacidn con los patrocinadores

Las Good Clinical Practices definen a las Contract Research Organizations (CRO)
como ‘“‘como a una persona o una organizacion (comercial o académica) contratada
por un patrocinador para realizar una 0 mas de las responsabilidades y funciones
propias del patrocinador”. Como ya hemos explicado, esa delegacion  de
responsabilidades se realiza por escrito y no libera de responsabilidad al patrocinador.
Esto representa una particularidad si consideramos lo que la “tercerizacion”
representa en el comun de las empresas. Ramirez (2008) asegura que la tercerizacion
favorece actos cuestionables desde el punto de vista de la ética de negocios. Sin
embargo, en el mercado de los ensayos clinicos, la realidad es distinta como
consecuencia del elevado nivel de regulacion existente. El patrocinador es
responsable de monitorear a la CRO para asegurar la calidad del trabajo de la misma.
Cualquier incidente que ponga en riesgo la salud, los derechos o el bienestar de los
sujetos de prueba o que ponga en tela de juicio la integridad de los datos generados
durante un estudio clinico tendra para el patrocinador un fuerte impacto negativo a
nivel de marketing (imagen de la compafiia y su reputacién), a nivel legal (podrian
levantarse cargos criminales y civiles) y financiero (las multas aplicables a estos casos
suelen ser multimillonarias en ddélares). Pero ademas, si consideramos a quienes
hemos definido como stakeholders, tendra un impacto en la salud de la poblacion

mundial como un todo al retrasarse o cancelarse la aprobacién de un nuevo
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medicamento que podria ayudar al tratamiento de miles de pacientes. Como
consecuencia, las CRO operan en todo momento de acuerdo a las GCP y a las
regulaciones locales y su trabajo es monitoreado de cerca por los departamentos de
calidad de los patrocinadores. Ademas, las CRO son pasibles de inspecciones
regulatorias por parte de la FDA a nivel global (si un ensayo clinico se lleva a cabo en
los Estados Unidos, la FDA tiene la potestad de auditar el ensayo en cualquier otro
pais del mundo) y por parte de las autoridades regulatorias locales, como por ejemplo
el ANMAT en la Republica Argentina o el ANVISA en la Republica Federativa del

Brasil.

Como ya se ha mencionado, la participacion de paises periféricos en ensayos clinicos
ha aumentado en la ultima década, principalmente a expensas del continente asiatico y
Europa del Este. Dimachkie Masri (2011) afirma que si bien esto ha permitido reducir
los costos, aumentar el nimero de pacientes disponibles y permitir la participacion de
diferentes grupos étnicos, esto ha traido nuevos desafios. Entre ellos, asegurar que el
desarrollo de los ensayos clinicos se realice de acuerdo a los estandares éticos
vigentes. En este punto es muy importante la accion de las CRO al realizar el

monitoreo de los centros de investigacion en cada uno de los paises involucrados.

Como consecuencia de lo expuesto anteriormente, la relacion entre una CRO
(proveedor de servicios) y el patrocinador (cliente), difiere de las relaciones habituales
entre cliente y proveedor de servicios. Los estandares tradicionales de la ética de
negocios establecen claramente que el proveedor debe cumplir con los requerimientos

del cliente, siempre y cuando los mismos no sean ilegales o refiidos con la ética (“El
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cliente siempre tiene razon”). En el caso considerado, esto no se cumple
estrictamente. Antes de desarrollar esta idea, me gustaria introducir el concepto de

“estilo ético”.

2. Estilo Etico:

La eleccion de los valores a partir de los cuales se justifica la eleccion de un curso de
accion se resuelve de acuerdo a la particular posicion ética y filoséfica que
adoptemos. Robert Solomon (1993) encar6 este tema con el concepto de “estilo
¢tico”. Seguin dicho autor, asi como hablamos en teoria de estilos de Management, es

posible hablar de estilos Eticos.
Solomon identifica siete estilos principales:

1. Estilo principista (“Rule bound”): La persona le otorga un valor fundamental
al respeto a las reglas y los principios, sin considerar las posibles
consecuencias de esta obediencia.

2. Estilo utilitarista: Centra su atencion en las consecuencias de una determinada
accion (ya sea que favorezca a los accionistas, a los clientes o al mismo
agente). Para Solomon, en esta posicién los principios son accesorios al
calculo del beneficio.

3. Estilo Lealista: centra las decisiones en el respeto al grupo, la profesion, la
empresa o al propio jefe.

4. Estilo Prudencial: La persona actia para garantizar en el mediano y largo
plazo la estabilidad de su situacion y la de su organizacion.

5. Estilo Virtuoso: Se apoya en criterios particulares que pueden ser reconocidos
como positivos para algin grupo o sector, como los que hacen a los rasgos de

una profesion particular.
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6. Estilo Intuitivo: Se apoya en procesos espontaneos y poco reflexivos, pero que
se fomentan a partir de la confianza que sienten algunas personas dada su
experiencia y sus aciertos pasados.

7. Estilo empético: Se basa en la capacidad de tomar decisiones a través de un
proceso de reconocimiento de la situacion de los demas, dentro y fuera de la

organizacion.

Si analizamos los distintos stakeholders a quienes responde una CRO, encontraremos
que entre ellos estan los sujetos de pruebas. Como ya hemos visto, las GCP le otorgan
prioridad absoluta al bienestar, los derechos y la seguridad de los mismos. Todas las
agencias regulatorias del mundo, actian como fieles guardianes de este principio. Las
mismas estan atentas a cualquier acto que potencialmente pueda tener un impacto
sobre los factores anteriormente mencionados y también sobre la integridad de los
datos de los estudios clinicos. Teniendo en cuenta estos factores considero que los
empleados de una CRO deben tener un estilo ético principista y que el codigo de ética
de una CRO debe estar redactado de forma tal que este estilo se vea claramente
definido. Dejando de lado las conductas antiéticas o ilegales, también debe evitarse
cualquier acto que pudiera interpretarse de manera inadecuada. Tal como se mencion6
en la introduccion, la industria farmacéutica en general y la de los ensayos clinicos en
particular suelen tener mala prensa y ser blanco fécil de la prensa (amarillista 0 no) y
de los amantes de la teoria de la conspiracion, quienes encuentran terreno fértil en las
redes sociales y en la web. Por lo tanto, cualquier incidente menor puede tener una
repercusion importante, que dafiard la reputacion del sponsor, la de la CRO e
impactara a la larga en otros stakeholders. Es por esta razén, es que cualquier

requerimiento hecho por un patrocinador, debe ser evaluado cuidadosamente y
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analizado de acuerdo al codigo de ética de la CRO. Si se comprueba que el
cumplimiento de lo solicitado puede dar lugar a una situacion gris, la decision que
mejor cuidard de los intereses del sponsor es negarse a cumplir con ese requerimiento,
explicar claramente cudles son los riesgos en los que se incurriria en caso de cumplir
con la misma y proponer alternativas que permitan resolver la cuestion. De acuerdo a
una alta ejecutiva de una de las CRO lideres del mercado (C. Kennedy, entrevista
personal 2015) es fundamental cumplir en todo momento con el codigo de conducta
corporativa. Sin embargo, hay que ser cuidadoso para no dificultar la relacién con el
patrocinador y arriesgar posibles oportunidades de negocio. Es importante explicar la
posicion de la CRO y fundamentar cuidadosamente porqué esa posicion fue adoptada.
También deben presentarse alternativas que permitan satisfacer la necesidad del

patrocinador. Kennedy define los siguientes pasos a seguit:

1. Discutir con el patrocinador el requerimiento de manera de entender
claramente que es lo que se solicita.

2. Discutir el topico con las personas adecuadas (Aseguramiento de Calidad,
Corporate, Legales, Finanzas)

3. Investigar estandares y regulaciones nacionales e internacionales relacionadas
con el requerimiento

4. Explicar al patrocinador claramente cuél es el fundamento de la respuesta a su
requerimiento.

5. Buscar alternativas que satisfagan la necesidad del cliente, manteniendo en

todo momento el cddigo de conducta corporativo.

Si bien es cierto que esta linea de conducta podria generar rispideces, es la mas

apropiada para evitar futuros inconvenientes con las agencias regulatorias y los
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comités de ética a la hora de lograr la aprobacion para comercializar el producto. La
CRO debe acompariar y apoyar a los empleados que adopten este estilo de trabajo, y
en este punto es vital, la forma en que el cddigo de ética de la CRO debe estar

redactada.

3. El codigo de ética corporativo de una CRO:

Un tdpico discutido durante la entrevista mencionada anteriormente, fue la dificultad
que enfrentan las compafiias multinacionales en general y las CRO en particular es la
dificultad de definir estandares globales de conducta ética. Esto se debe a que debido
a diferencias culturales, una practica de negocios considerada como poco ética en un
pais puede ser una préactica perfectamente normal y hasta requerida (por ejemplo:
pagos extraoficiales). Como se ha definido, los codigos de conducta de las CRO
deberian redactarse de manera de propiciar el estilo ético definido como “Rule
Bound” ya que es el que asegurard el bienestar y los derechos de los sujetos de
prueba. Sin embargo, se plantea una dificultad: Es imposible plantear un set de reglas
que cubra absolutamente todas las posibles situaciones laborales que puedan surgir a
lo largo de la historia de una CRO. Entonces: ;Como cumplir con los requerimientos
de guiar y justificar acciones y decisiones y de esa manera ofrecer alternativas
practicas frente a conflictos concretos? Kennedy explicd que lo primero es obtener
informacién de todos aquellos departamentos con injerencia en el tema, tales como
Calidad, Recursos Humanos, Legales, Finanzas y Corporate. Una aproximacion util es
basar el codigo de conducta en principios, no reglas. Definidos los mismos, se pueden
desarrollar reglas para explicitar las conductas que se relacionan con cada uno de los

principios, sin que represente una lista excluyente. La compafia debe proveer

48



multiples métodos de contacto (Line Management, Recursos Humanos, Lineas Eticas)

para que sus empleados puedan consultar en caso de duda.

En general, los topicos a desarrollarse en el codigo de ética de una CRO son aquellos
definidos por De Michelle (1998) y mencionados en la seccion 4.2 del presente
trabajo. Sin embargo, es importante afiadir aspectos relacionados con la seguridad, los
derechos y el bienestar de los sujetos de prueba asi como aquellos relacionados con la
integridad de los datos de un ensayo clinico. Los mismos deben ser redactados en
forma restrictiva, debido a su importancia. El cédigo debe dejar bien en claro la
“tolerancia cero” de la empresa en cuanto a violaciones de los mismos. Si bien un
codigo de ética corporativo no deberia ser punitivo, la importancia de los aspectos

mencionados requiere alguna forma de control.

Sin embargo, ninguna accion punitiva debe tomarse a la ligera: En adicion a la
definicion de las mismas en el cddigo de conducta, es importante que la compafiia
entrene detenida y concienzudamente a su personal en cuanto a los principios y
estandares éticos y que aquellas personas con responsabilidades gerenciales ensefien

con el ejemplo y velen por el cumplimiento de los mismos.

En este punto es importante el rol de los lideres de la organizacion, tanto a nivel alto
como intermedio. Una compafila multinacional con oficinas en multiples paises
enfrentard conflictos entre sus empleados debido a diferencias culturales, étnicas,
religiosas, pero también en cuanto a practicas de negocios. La importancia de los
lideres en transmitir y ensefiar el codigo de conducta, asi como inspirar a su personal

con el ejemplo es fundamental para lograr la cohesion de toda la compafiia en pos de
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los objetivos precedentemente expuestos. Franchi (2009) menciona que el lugar
formal de autoridad “es un lugar de obligaciones y de mucha responsabilidad por la
influencia y trascendencia que tiene sobre un conjunto mas amplio de personas”. Con
esta definicion en mente, es necesario que la compafiia forme a sus lideres no solo
para que puedan transmitir a sus reportes directos lo que la compafiia espera de ellos
en cuanto a comportamiento ético sino para que también puedan inspirarlos. Por
supuesto, esto requiere lideres con vision, coraje y capaces de dirigir el cambio
organizacional necesario para la paulatina asimilacién de los estandares éticos de la
compafia. Los mismos deben ser incorporados en la psique de los empleados, para
que siempre estén presentes en todos los procesos de toma de decision y se reduzcan

al minimo las desviaciones.

En adicion a los aspectos mencionados, y tal como lo menciona De Michele (1998),
es condicion necesaria, aunque no suficiente, que la maxima autoridad de la
organizacion avale al cddigo de ética corporativo, aunque este aval no debe ser
meramente declarativo, sino que debe estar apoyado en todo momento con hechos. En
este punto, De Michele (1998) cita a Day y Lord cuando afirma que Ninguna cantidad
de reglas y lineamientos pueden sustituir a un lider experimentado que pueda tomar

decisiones rapidas y eficaces.
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CONCLUSIONES

Avristoteles en su libro “Etica Nicomaquea” afirmé que el fin de las acciones del
hombre es la felicidad, y que la verdadera felicidad consiste en hacer las cosas
“conforme a recta razon” (bien). La gran problematica de la ética es definir, que es el
“bien”. Obviamente, la definicion de “bien” puede adoptar distintos significados en
distintos &mbitos. Dentro de la ética de negocios, para una empresa de negocios
podria definirse que “bien” es “cumplir con los requerimientos del cliente”. Por
supuesto, esta definicion es limitada. Cualquier empresa respetuosa de la ley y
comprometida con el planeta y la comunidad podria ampliar esta definicién a
“cumplir con los requerimientos del cliente, siempre que los mismos no entren en
conflicto con las leyes, las necesidades de la comunidad y del medio ambiente”.
Dicho en otras palabras, la definicion de lo que se considera correcto, debe incluir a

los multiples stakeholders con los que una empresa interactia.

En el caso particular de las CRO, que como se ha visto también son empresas de
servicio, existe un stakeholder particular: los sujetos de prueba. Si bien la CRO no
interactta en forma directa con los mismos, su funcion incluye asegurar el bienestar,
la seguridad y el bienestar de los mismos. Esta tarea le es delegada por el
patrocinador, quién mantiene la responsabilidad primaria por ella, y es compartida por
otros organismos privados o estatales, tales como los comités de ética independiente y

las autoridades regulatorias de cada pais.
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Para asegurar el cumplimiento de esta tarea, todos los involucrados cuentan desde
1996 con un aliado fundamental: las Buenas Practicas Clinicas (GCP), que establecen
una serie de normas para asegurar el desarrollo ético de los ensayos clinicos y que han
servido de base para la mayoria de las leyes que regulan la investigacion clinica en la
mayoria de los paises. Si bien cada pais tiene aspectos particulares en su legislacion
que deben ser tenidos en cuenta en todo momento, es fundamental que los empleados
de una CRO tengan un conocimiento practico de las GCP que sea acorde a sus
responsabilidades profesionales. Sélo por poner un ejemplo, la CRO que emplea al
autor de esta tesis, requiere que todo su personal operativo (salvo asistentes
administrativos, recepcionistas, etc.) esté certificado en GCP (a nivel bésico o
experto, segun sus responsabilidades primarias) por una tercera compafiia, habilitada
para dichas certificaciones. Asi, podria decirse que lo que se entiende como “bien”
para una CRO podria definirse como “aquello que el cliente requiera, salvo que entre
en conflicto con la ley, los requerimientos del medio ambiente y la comunidad o las
GCP”. Considerando que las GCP tienen como funcion principal velar por la
seguridad, los derechos y el bienestar de los sujetos de prueba, asi como por la
integridad y validez de los datos obtenidos a través de ensayos clinicos, podriamos re-
escribir nuestra definicion anterior como ‘“aquello que el cliente requiera, salvo que
entre en conflicto con la ley, los requerimientos del medio ambiente y la comunidad o
con la seguridad, los derechos y el bienestar de los sujetos de prueba, asi como por la

integridad y validez de los datos obtenidos”.

De la definicion antedicha, podemos argumentar que el cddigo de ética de una CRO

debe estar redactado de manera de incluir todos los aspectos genéricos de un codigo
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de ética empresarial estandar més algunos aspectos particulares, que se detallan a

continuacion:

=

Leyes y Estandares Eticos

2. Proteccion de sujetos de prueba

3. Integridad de datos experimentales.

4. Competencia justa

5. Conflictos de Interés

6. Pagos Inapropiados y Retornos

7. Regalos y Premios

8. Proteccion de los datos de la empresa y/o de los sujetos de prueba.

9. Ambiente laboral adecuado (Discriminacion, Acoso laboral, Seguridad y
Salud)

10. Comportamiento general

11. Robo

12. Uso adecuado de los bienes de la Organizacion.

13. Responsabilidad Social Empresaria (Sustentabilidad, Comunidad y Medio

Ambiente)

Algunos aspectos fundamentales a tener en cuenta durante el desarrollo del codigo de

ética son los siguientes:

1. El Codigo de Etica debe ser avalado en actos y palabras por las maximas

autoridades de la compafiia.
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Es imposible predecir todas las situaciones a enfrentar en el futuro. Por lo
tanto el codigo de ética no debe ser s6lo una coleccion de normas, sino mas
bien una declaracion de principios.

Debe haber tolerancia cero para desviaciones intencionales del codigo. Por
supuesto, se excluyen errores honestos.

Deben establecerse cuidadosamente los aspectos punitivos del codigo.

Deben establecerse multiples canales de contacto para consulta o reporte de
situaciones sospechosas. Asimismo debe existir una eficaz politica de no
retaliacion contra quienes reporten una situacion potencialmente irregular de
buena fe.

Debe definirse un programa sistémico y sostenido de entrenamiento para todo
el personal. Sin embargo, es necesario tener presente que el mismo no sera
suficiente para lograr la internalizacion del codigo de ética entre los
empleados.

Para lograr dicha internalizacién, el papel de los lideres medios y altos es
fundamental, motivando e inspirando a sus reportes directos. De lo contrario,

el cédigo de ética fallara en ser internalizado apropiadamente.

El codigo debe ser redactado en términos restrictivos cuando exista alguna

ambigledad. En otras palabras, debe alentar a los empleados a no tomar ninguna

accion ante una situacion de duda o “zona gris”, sin verificar previamente con su

supervisor, con un representante de recursos humanos o de la oficina de Etica de la

compafia.

Como ya hemos visto, las GCP hacen hincapié en la necesidad de salvaguardar los

derechos, la seguridad y el bienestar de los sujetos de prueba sobre otras
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consideraciones asi como de asegurar la integridad de los datos del estudio para
asegurar su validez cientifica. Cualquier situacion que pueda poner en tela de juicio
los aspectos anteriormente mencionados tendra un impacto sobre los diferentes
stakeholders, hasta el punto de poder afectar aunque sea temporal o parcialmente la
salud o la recuperacion de quienes sufren la enfermedad a nivel global. Por lo tanto, a
la vista de los distinto estilos éticos que pueden ser adoptados por los empleados de
una CRO, se verifica que el unico que estilo ético (tal como fueron definidos por
Solomon) que asegura el cumplimiento de los pilares fundamentales de las GCP es el
estilo principista 0 “rule-bound”. Sin embargo, también es el que mas fricciones
podria traer en la relacion diaria con el patrocinador. Es claro que no nos referimos a
situaciones ilegales o flagrantemente antiéticas, sino a aquellas situaciones grises que
podrian ser malinterpretadas por las agencias regulatorias o los ‘“mass-media”.
Considerando que las multas y el dafio a la reputacion de una compafiia farmacéutica
pueden ser considerables, los riesgo son demasiado altos y por lo tanto cualquier
situacion dudosa debe ser evitada. En este punto, el estilo “rule-bound” no sélo se
transforma en el mas apropiado desde el punto de vista ético, sino también en el que
mejor defiende los intereses del cliente de la CRO (generalmente la industria

farmacéutica que patrocina un determinado estudio).

La situacion actual del mercado de la investigacion clinica impone una gran presion
sobre las compafias farmacéuticas para disminuir los costos crecientes de la
investigacion clinica. En su momento, esta razon fue la que llevd a la aparicion de las
CRO. En la actualidad, esta presion se ha incrementado, lo cual ha llevado a la

creacion de alianzas estratégicas entre compafiias farmacéuticas y CRO con el fin de
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estandarizar procedimientos, y disminuir costos. Desde el punto de vista del corriente
trabajo, esto presenta un escenario propicio para disminuir las dificultades asociadas a
las situaciones grises antes mencionadas, sencillamente porque en estas alianzas
suelen formarse grupos de trabajos a diferentes niveles que facilitan la comunicacion.
Dentro de estos grupos, de acuerdo a la informacion provista por C. Kennedy en su

comunicacion personal podemos encontrar:

1. Equipos de Proyectos (Project Teams)

2. Comités Operacionales (Operational Committees)

3. Equipos Ejecutivos (Executive Governance Teams): Estos equipos suelen
incluir a las cabezas globales de Calidad, Finanzas y Operaciones de ambas

empresas.

De esta manera, cualquier solicitud que pudiera entrafiar un riesgo ético puede
solucionarse escalandola apropiadamente al equipo superior. En todos los casos es
importante explicar la posicion de la CRO y fundamentar cuidadosamente porqué esa

posicion fue adoptada. Los pasos a seguir son los siguientes:

1. Discutir con el patrocinador el requerimiento de manera de entender
claramente que es lo que se solicita.

2. Discutir el tépico con las personas adecuadas (Aseguramiento de Calidad,
Corporate, Legales, Finanzas)

3. Investigar estandares y regulaciones nacionales e internacionales relacionadas
con el requerimiento

4. Explicar al patrocinador claramente cuél es el fundamento de la respuesta a su

requerimiento.
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5. Buscar alternativas que satisfagan la necesidad del cliente, manteniendo en

todo momento el cddigo de conducta corporativo.

La reduccion de costos y el aumento de la eficiencia se encuentran dentro de los
desafios que las CRO enfrentaran en la proxima década. Una aproximacion que
permitira disminuir los costos sin disminuir la calidad es la llamada “Risk-Based”.
Bésicamente, esto consiste en hacer un anélisis de riesgo de un determinado ensayo
clinico, analizando su complejidad, distribucion geogréafica y riesgos potenciales entre
otros factores. Esto permitird definir una estrategia de monitoreo hecha a medida
(“Taylor-made”) del mismo que conllevara a una mejor utilizacion de los recursos de
monitoreo. En la opinion del autor, para asegurar el cumplimiento de los pilares
fundamentales de las GCP, el analisis de riesgo debera incluir aspectos tales como la
legislacion de los paises involucrados, la existencia de poblaciones vulnerables y
cualquier aspecto que se considere potencialmente problemético desde el punto de
vista ético. Si el analisis es correctamente realizado, el “Risk-Based Monitoring”
permitird una mejor utilizacion de los recursos, con costos mas bajos y la misma (o

superior) calidad.

De acuerdo a lo expuesto anteriormente, puede inferirse que la presencia de un
adecuado codigo de ética en conjuncion con un adecuado estilo ético por parte de los
empleados de una CRO, asi como la existencia de amplios y fluidos canales de
comunicacion con los patrocinadores, constituyen ventajas competitivas a la hora de
llevar a cabo un ensayo clinico. Dichas ventajas fortaleceran la relacion patrocinador-
CRO favoreciendo nuevos negocios, pero también ayudardn a salvaguardar los
derechos, la seguridad y el bienestar de los sujetos de prueba, sobre todo cuando los

mismos pertenezcan a poblaciones vulnerables. Recordemos que, de acuerdo a las
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GCP, estas poblaciones incluyen a pacientes con enfermedades terminales,
desempleados, carenciados o en situacion de emergencia habitacional, menores de
edad o incapaces de brindar consentimiento. Es en estos casos, donde los factores

anteriormente mencionados el rol de los monitores cobran una mayor importancia.

A modo de conclusion final, es importante tener en cuenta que nada de lo desarrollado
anteriormente es factible de no mediar un adecuado liderazgo por parte de los
responsables de la organizacién. Sin lideres comprometidos con los principios
fundamentales de las GCP, apasionados por su trabajo, e identificados con la
busqueda de la excelencia cualquier codigo de ética corporativa, por bien escrito que
esté, fallara en su mision principal. Considerando la importancia de la investigacion
clinica y la necesidad de toda la poblacion mundial de nuevos y mas eficaces

tratamientos para las enfermedades, no es algo que tenga poca importancia.
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ANEXO 1: CODIGO DE NUREMBERG

The great weight of the evidence before us to effect that certain types of medical experiments
on human beings, when kept within reasonably well-defined bounds, conform to the ethics of
the medical profession generally. The protagonists of the practice of human experimentation
justify their views on the basis that such experiments yield results for the good of society that
are unprocurable by other methods or means of study. All agree, however, that certain basic
principles must be observed in order to satisfy moral, ethical and legal concepts:

1.

The voluntary consent of the human subject is absolutely essential. This means that
the person involved should have legal capacity to give consent; should be so situated
as to be able to exercise free power of choice, without the intervention of any element
of force, fraud, deceit, duress, overreaching, or other ulterior form of constraint or
coercion; and should have sufficient knowledge and comprehension of the elements
of the subject matter involved as to enable him to make an understanding and
enlightened decision. This latter element requires that before the acceptance of an
affirmative decision by the experimental subject there should be made known to him
the nature, duration, and purpose of the experiment; the method and means by which
it is to be conducted; all inconveniences and hazards reasonably to be expected; and
the effects upon his health or person which may possibly come from his participation
in the experiment. The duty and responsibility for ascertaining the quality of the
consent rests upon each individual who initiates, directs, or engages in the
experiment. It is a personal duty and responsibility which may not be delegated to
another with impunity.

The experiment should be such as to yield fruitful results for the good of society,
unprocurable by other methods or means of study, and not random and unnecessary
in nature.

The experiment should be so designed and based on the results of animal
experimentation and a knowledge of the natural history of the disease or other
problem under study that the anticipated results justify the performance of the
experiment.

The experiment should be so conducted as to avoid all unnecessary physical and
mental suffering and injury.

No experiment should be conducted where there is an a priori reason to believe that
death or disabling injury will occur; except, perhaps, in those experiments where the
experimental physicians also serve as subjects.

The degree of risk to be taken should never exceed that determined by the
humanitarian importance of the problem to be solved by the experiment.

Proper preparations should be made and adequate facilities provided to protect the
experimental subject against even remote possibilities of injury, disability or death.
The experiment should be conducted only by scientifically qualified persons. The
highest degree of skill and care should be required through all stages of the
experiment of those who conduct or engage in the experiment.

During the course of the experiment the human subject should be at liberty to bring
the experiment to an end if he has reached the physical or mental state where
continuation of the experiment seems to him to be impossible.

10. During the course of the experiment the scientist in charge must be prepared to
terminate the experiment at any stage, if he has probable cause to believe, in the
exercise of the good faith, superior skill and careful judgment required of him, that a
continuation of the experiment is likely to result in injury, disability, or death to the
experimental subject.
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ANEXO 2: DECLARACION DE HELSINSKI

WA

Declaraciéon de Helsinki de la AMM -
Principios éticos para las investigaciones
meéedicas en seres humanos

Adoptada por a
182 Asamblea Médica Mundial, Helsinki, Finlandia, junio 1964
vy enmendada por ia

293 Asamblea Médica Mundial, Tokio, Japén, octubre 1975

352 Asamblea Médica Mundial, Venecia, Italia, octubre 1983
412 Asamblea Médica Mundial, Hong Kong, septiembre 1989

482 Asamblea General Somerset West, Sudafrica, octubre 1996
522 Asamblea General, Edimburgo, Escocia, octubre 2000
Nota de Clarificacién, agregada por la Asamblea General de la AMM, Washington 2002
Nota de Clarificaciéon, agregada por la Asamblea General de la AMM, Tokio 2004
592 Asamblea General, Sedl, Corea, octubre 2008
642 Asamblea General, Fortaleza, Brasil. octubre 2013

Introduccién

1. La Asociacién Médica Mundial (AMM) ha promuligado la Declaracion de Helsinki
como una propuesta de principios €ticos para investigacidon meédica en seres
humanos, incluida la investigaciéon del material humano y de informacién identificables.

La Declaracion debe ser considerada como un todo y un parrafo debe ser
aplicado con consideraciéon de todos los otros parrafos pertinentes.

== Conforme al mandato de la AMM, la Declaraciéon esta destinada principaimente
a los médicos. La AMM insta a otros involucrados en la nvestigacion meédica en seres
humanos a adoptar estos principios.

Principios generales

=. La Declharaciton de Ginebra de a Ascociacidn Médica Mundial wincula al rmeédico
comn & fdrmukEa “welar solichtarments y ante bodo peor B sahld e mi pacienbe™, woel Coad o
Intermacional de Etica Madica afirma gue: "El mddico debe considaerar ko maejor para el
pacients cuando preste atencCidgn medica™.

. El debaer dael meddico es prarmower y wealae por & sabesd, bienestar yw derechoas de
os pacientes, nchuidos os Que participan en investigascion medica. Los connocimientos
w a3 comnciencia del médico han de subaordinarse al cumplimiiasntbo de ese deber,

5. El progresc de la meadicina se basa en B nvestigascion guwe, emn Okimo tdSrmmireo,
debye irnchluir estudics en seres humanos .

. El propdsito primcipal de B  nevestigascion meadica en seres humanos es
comprandssr Bs caunsas., ewolncidn vy efectos de las enfermeaedades w rmaejorar s
iNntervenciones preventivas, diagndstcas y terapduticas (méStocdos, procedimientos w
bratamientosh. Inchuso,. las mejores nmtervaencicones probasdass deben ser evaliadas
continuarmente a trawveés de b nwestigacion para que sean seguras, eficaces. efectivas,
accesibles w de calidsasd.

. La inwestigacidn meadica estd sujeta a normas Eticas gue Sirven para prormeorenesr
w asaegurar &l respeto a todos os seres hurmanos v para protegear su sakud v sus
darechos imndececdeabes

= Auargue el objetivo princigpal de la nmvestigacitn medica es gernarar e os
conocimientos,. este objetiea mMunca debs tener primacia sobre os derechos yw os
iNntereses de la paersona que participa en B mreestigacican.

. En la inwestigacidn meddica, es deber del madico proteges la wicda, la salud. =
digmidad, b ntegricdad,. el derecho a la autodeterminacidan. B indrmidad » 1a
comnfidemncialidad de la nformacion persomal de s peersomnas gue partaciyppan e
investigacidn. La responsabibdad de la proteccidn de s personas gue torman parte en
A imwesthgacitn debese recass siermpre en un o meSdico u otro profesional de B sakacd w
munca en los participantes en a investigacidn, aongque hayan obtomngado s
Corrservkimibento.

0. Los meEdicos deben comnsiderar las mormsas w estandares Sticos,. kegakes w
juridicos para B investigaciddn en seres hurmanos en sus propes pakes, al igual gue las
normas y estandares intermacionales wvigenbes., No se debe paermiltis gue un reoquiesibo
Etico. legal o paridico nackonal o nternacional dismanuya o elimine cuakguera medcda de
proteccidan para las personas que participan en la investigacst®n establecda en esta
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Declarackdn.

i s Y La inwestigaciin rmedica debe realizarse de manera que reduzca al minmmo el
posible damo al medio ambenbe,

o La inwestigacidn madica en seres humanos debe ser lewvada a cabo sdélo por
personas con la educacidn, formacidn v califcaciones cientificas v Sticas apropadas.
La imvestigacion en pacienbes o woluntarios sanos necesita b supervisihn de un rmedico
wu obtro profesional de B saud compatentse yw calificado apropadasmente.

13, Lo grupos gue estan subrepresentados en B nvestigacidn méddica deben
tenaer un acceso apropiado a la participacian en B inves tigacidn.

I El rmedico que combina B innvestigascion mddica con B atencilin medSdca debe
involucras a sus pacientss en B nvestigacion sdko en B medida en gue esto acredite
wun justificado wvalor potencial preventivo, diagndstico o terapdutico yw si el meadico tene
busnas razones para oresr gue la participacisn en = estedics o afectard de manera
adwversa la salud de los pacientes que torman parte en B imvestigacisn.

15. Se debe asegurar compensacidn y tratamiento apropados para las personas
gus son dafiadas durante su participacian en B inwves tigasscidm.

Riesgos, Costoas w B ios
15, En la practica de la medicina v de la investgacidn maddeca, B mayoria de las

iNntervaenciones mphcan algunos resgos yw costos.

La investigacidn medica en seres hurmanos sdko debe reaizars e cuando &
importancia de su objetivo es mayor que o riesgo v os costos para la persona gue
participa en la investigacidn.

17. Toda inwestigacin medica en seres humanos debe ser precedido de una
cuidadosa cormparacion de os resgos w los costos para las personas vy os grupos
gue participan en B nvestigascidn, en comparacicdn oon los beneficios previsibles para
allos w para oltras personas O grupos afectados por la enfermedad gue se inwvestiga.

Se deben mplementar medidas para redocir al minemoe os resgos. Los resgos
deben ser mMmonioreados,. evaluados v documentados continuarmente por el
investigador.

i8. Los meSdicos no deben imvolecrarse en estudios de imeestigacidn en seres
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huMmanos a menocs de gue eshbdn seguros de gue los riesgos han sido adecusdarmeribes
evalulados w de gue es posibie hacsrkes fraente de manera satisfactoria.

Cuando os riesgos gue  mpican =on mas  mp-ortantes gue s benefcios
esperados o siexisten prusbhas concluyentes de resultados defniteos., los medicos
detbxaen ewvalbsar sicontimdan, modifcan o sus paenden inmeaedatarmente = estiesdio.

Grupos Ww personas walnersbh les

19 AlquUumos QrUp-os W EeSerseornss sormssetidas a la inevestigscidn som particulsrrmente
vulnerabkes w pusden tener mifSs posibilidasdes de sufrir abusos o dafho adicionsl

Todos os grupos ¥y Ppersonas wulnerables deben recibr proteccein especifica.

0. La inwestigacibsmn mddica emn un grupo wuierable sdlo se justifica si la
invectigacidn responde a las necesidades o prioridades de salud de este grupo w la
investigacidn o peede realizarse en un grupos no vulinerabde, SdemsEs, este grupo
podré baeneficiarse de los conocimientos,. practicas o intervenciones dervadas de =
iNnwestikgacidm.

Reguisitos cientificos w protocolos de investigacidm

21 La inwestigacidn maédica en seres hurmanos debe conformarse con kas
principios cientificos generabmentes aceptados w debe apoyarse en un profundo
comnocimiento de la bibliografia cientifica, en otras fuentes de informacidon pertinentes,
asi carmo aen expermrmentos de aboratorns correctaments realizados v en anmakes.,
cuando sea oportuno. Se debe cuidar tambidEn dasd bieestar de los animales otilizados
en los axpaermenbos.

=2 El proyecto w el metodo de todo estudis en serses humanos deb-en describbirs e
clarameaente y ser justifcados =n un protococlo de imeestigacion.

El probocola debs hacer referencia siermpre a las consideraciones Sticas que
fueran ded caso v debe ndicar cadrmo se han considerado los principkos enunciados emn
ecta Declaracidn. El protocoils debse imciuir mformmacidn socbare fimarnciarmiento,
patrocnadores,. afilEaciomnes institucionales,. posibles confictos de interds @ ncantivos
para Bas personas daed estedio w la informacion sobre las estipulaciones para tratar o
compensar a las personas gue han sufrido dafos cormo consecwerncia de sw
partcipacetn en ka mneestigacidn.

En ios ensayos clinicos, e protocols tambidEn debe descrilbir os arregios
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apropiados para Bs estipulaciones despuds del ensaneo.
Comités de datica de investigacicmn

23, El protocolo de B investigacion debe enviarse, para consideracidn. cormentserio,
consejo v aprobacidn al comité de Stica de mvestigacidn pertinente antes de comeanzar
el estudiz. Este comite debe ser transparente en su funcionamiento. debe ser
independiente dal inwvestigador, del patrocimnador o de cualguier obtro tipo de infleencia
indahida v debe estar debidamente calificado. El caomitd debe considerar las eyes w
reglamentos vigentes en =l pas donde se realiza la inwvestigacidn, cormo tambeén las
mormas internacionakes vigentes, pero o se debe parmiits que éstas disminuyan o
eliminen ninguna de las probeccionses para las personas que participanmn en la
investigacidn establecidas en esta Declaracidn.

El comitd tiens el derecho de controlar ios ensayos en curso. Elinvestigador
tene B ochigacidn de proporcionar imformacidn del control al comitd, en especial sabre
todo ncidents adwerso grave. No se debe hacser nimguna enmienda en el protocobos =i
la consideracikin y aprobacidn del comitsd, Des puds gue termine el estudio. os
investigadores deben presentar un mforme fnal al comi@é con un resumen de los
resultados w conclusones del esbudio.

Privacidad v confidencial idad

et Celraen tomarse toda clase de precauciones para resguardar @ mtbimidad de la
persona gue participa en B nvestigacidn y ka confidencialidad de su infarmacitn
peaersanal.

Consentimieanto jnfornmsdo

25, La participacidn de personas capaces de dar su consentimiento mformadoe en
la mwestigacidn meddica debe ser woluntaria. Aungue pueds ser apropiado consulbar a
familiares o lideres de & comunidad., ninguna persana capaz de dar su consentimernbo

informado debe ser mcliuida &en un estude, a meaenos gue ella acaephte ibreamented

25, En la inwvestigacikn medica en seres humanos capaces de dar su
consentmients nformado,. cada ndividuo potencial debe recibir informacidn adecuada
acerca de los objetivos,. métodos., fusntes de fimanciamiento, posibles conflicbos de
iNntereses, afiiaciones Nnstitucionales del inmvestigador, bensficios calculados, resgoas
previsibles e incomodidades derivadas del e paerimento. estipulaciones post estudio w
btodo otro aspecto pertinente de la investigacidn. La persona potencial debe ser
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informada del derecho de participar o o en b investigacidn v de retirar sw
consentmiento en cueakguiers moTrTeEeEnbo, Sin exponsrse a represalias . Se debe prestar
especial atencidn a as necesidades especificas de informacioon de cada individwo
potencial, corma tambietn a los médStodos utifizados para entregar la informacidn.

Cespuds de assgurarse de gue el individouo ha comprendido B informacisn, =
meadico u otra persona calificada apropiadamente debe paedir entonoes,.
praferibkEments por escrito, &l consaentimeaento Nnformado v volontario de la persona. Si
el consentimientoc o se puede ocbhorngar por escrito, =l proceso para ograrko debe ser
docurmeantado y atestiguado Fformalimmervbs.

Todas las personas gque participan en l|a inwvestigacidn mesdica debeaen termver a
opcibn de ser nformadas sobre los resultados generales del estudio.

=27 Al peder o consentimiento informado para B participacidn en la inwvesthgacesn, =1
medico debe poner especial cuidado cuando el individuo potencal estd winculkledo comn
& por una redacidn de depaendenca o siconsients bajo presidn. En una situacidn asi
cornsemntmients nformado debe ser paedido por una persona calificada adecuasdameanite
w gue nada tenga gue wer con agueella relascidn.

28. Cuando =l ndivideo potencial sea incapaz de dar su consentmients nformasdao,
el méddico debe padir a consesntimsanto nformado del representante legal. Estas
personas no deben ser inchuidas en la investigacin gue Nno tenga posibilidsdes de
bemneficio para ellas, a menos que Esta tenga corma abjetivoe promowees B salod del
grupo representado por el individeos potencial vy esta investigacidn no puede realizarse
en personas capsces de dar su consentimisento nformsdo w la investigaciéSn mplics
=Sk un riesgo W ocosbo rminrmos.

20, Si un iNndividuo potencal gue participa en B nees tigacidn considerado incapas
de dar su consentimiento mnformado capar de dar su asentimiento a partacipar o o
en la investigacidn, =l médico debe paedirle, sdemdés del consentimeento ded
represantantbs legal El desacuserdo del mdividuoo potencial debe ser respetado.

0. La inwestigacidn en individuos gque Mo son capaces fisica o mentalmente de
oltorgar consaentamiento,. por sjEmplo s pacEentes inconscientes, se puade realizar
sdko si b condicidn Fisicamental gque impade otorgar = consentimients informado es
wuna caracteristica necesaria del grupo mvestigado. En estas circunstancias, e médico
debe pedir 2l consaentimiento informado al repraes entante lkegal. Sidicho repres.entante
o estid desponibke v si o se pusdes retras.ar la investigacitn, =l estudio puede levarses
a cabo sin consentimiento mformado,. siempre gue las raconess especificas para inchair

&8
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a indrrduoos con una enfermedad Que o es paernmice otorgar Conseritirmisanto
informado hayan sido estipuladas en & protocoko de la investigaciin y &l estudice haya
sido aprobado por un Ccomtse de atbaca de imnvestigacion. El consaentimsanbo pasra
mMmantenerse en B mrvestigacion debe obtaenarse a la brevedasd posibiae ded indaadoo o de
wun representante egal.

1. El madiico debe nformar cabamente al paciente los aspectos de la atencisn
gu= tieen relacin con la investigacidn. La negativa del paciente a participar en una
investigacikdn o su deciksitn de retrarse nunca debe afectar de manera adwversa la
relacitn mesdic o-pacente.

F2. Para B investigascidn médica en que se utibose material o datos humanos
Hentificables,, cormo a nvestigacion sobre material o datos contenidos an bicbanocos o
depdsitos simillares, 2 médico debs paedir e consentimientos informado para &
recoleccidn, almacenamiento v reutilizacidn. Podra haber sftuaciones axcepcionalkes en
las gue serd mposible o mpracticablke obtemner & consentimiento para dicha
investigacidn. En esta stuacion, la investigacidn sdlo puede ser realizada despudss de
ser considerada y aprobada por un comit$ de &tica de inwvestigacismn.

Mso clel e ko

=23 Lo posibles beneficios. riesgos. castos v eficacia de toda intervencidn nuswa
deben ser evaluadaos mediante swu comparacisn con bs mejores intervenciones
probadas. excepbo en Bs sigueEntbes crcunstancias:

Cuando no exisbe una ntervencidon probada, el uso de un placebo. o mguna
iNntervencidn, es aceptable: o

cuwarndo por razones metodoldgicas cientficamente sdlidas yw conwvincentes, saa
Mecesario para determinar la eficacia vy a seguridad de una ntervencidn =l usa de
cualguier mbkervencidn menos effcas gue B mejor probada, =l usao de un placebho o
minguna ntervenciGn.

Los pacientes que reciben cualquier intervencitdn menos eficarz que la meaejor
probada, el placebo o ninguna ntervencidn., No correran riesgos adicionalkes de daifao
grawe o irmreversible como consecwencia de o recibir la meajor ntervencion probada.

Se debe tener muuchBEimo cuidado para evitar abusar de esta opcidn.

Estipulaciomnes post & msan o

Fa

== Arvbes del ensayo clinico, bs auspicEadores, investigadores vy kos gobiernos de
los pabbes anfitriones deben preves el acceso post ensayo a todos os participantes
gue todawia ecesitan una nbervencichn que ha sido dentificada como beneficiosa en <l
ensayo. Esta informacidn tambidn se debe proparcionar a blos partcipanbes durante <
proceso del consentimeéanto mformmmado.

Inscripc idm v publicacidn de la investigacicm w difusidn de
recyltados
35, Todo estbudio de mvestigacion con seres humanos debe ser mnscribo en wna

base de datos desponiblke al pablico antes de acepbtar a B primera persona.

6. Los investigadores., aubtores, auspiciadores, directores y editores todos tienen
obigaciones déticas con respecto a B publicacikdn vy difusidn de os resuktados de su
investigacidn. Los investigadores tienen =l deber de tener a la disposicitn daeld puabico
los resulados de su investigacitn en seres hurmanos ¥y son responsables de ka
iNntegridad yv exactiiud de sus mformes . Todas bBs partes deben acaepiar las norrmas
dEticas de entrega de nformiaciin,. Se deben publcar tamnbo os resulbados megativos =
inconchusos como los positivos o de o contrario deben estar a la disposicisn del
pUabico. En & pubicacidn se debe citar B fuentse de fEnancamiento, afiaciones
iNnstibtucionales vy conflichos de mbereses . Los mformes sobre nvestigacionss que no se
cifiamn a bs principios descritos en esta Declaracidn no deben ser aceptados para su
publcacadr.

Intervenciones no probadas en la practica clinica

= Cuando =en B atencidon de un enfernmo las intervenciones probadas mo existen
w otras nterwencionss conocidas han resultado mefcaces, 2 rmadico, dEpu& e
pedir consajo de experto, con el consentimiento informado del paciente o de un
represantante Egal avctorizado,. peuedse parmitirse esar intervenciones Nno
comprobadas, si. a swu juicio, sl da alguna esperanza de sabsar la wvida, restitui;r =
salud o alviar = sufriamiento. Talkes ntervencones deben ser inwvestigadas
posterorments a fin de evaluar su seguridad v eficaca. En todos los casos, esa
informacian nueva debe ser registrada vy, cuando sea oporturys, puessta a disposicidn
del pdbico.

-ﬁwh&hlﬁﬁsodnlhn.lru: - Al Rights reserved.
bos derechos reservados.
-ﬁ L'A.-:.-n:u:lal:lm I-lé-:lh:* I-I-nnr.iah:— TFous droits rdservdEs.
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Ethical Principles & Guidelines for Research Involving Human Subjects

Scientific research has produced substantial social benefits. It has also posed some troubling ethical
questions. Public attention was drawn to these questions by reported abuses of human subjects in
biomedical experiments, especially during the Second World War. During the Nuremberg War Crime
Trials, the Nuremberg code was drafted as a set of standards for judging physicians and scientists who
had conducted biomedical experiments on concentration camp prisoners. This code became the
prototype of many later codes (1) intended to assure that research involving human subjects would be
carried out in an ethical manner.
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The codes consist of rules, some general, others specific that guide the investigators or the reviewers of
research in their work. Such rules often are inadequate to cover complex situations; at times they come
into conflict, and they are frequently difficult to interpret or apply. Broader ethical principles will
provide a basis on which specific rules may be formulated, criticized and interpreted.

Three principles, or general prescriptive judgments, that are relevant to research involving human
subjects are identified in this statement. Other principles may also be relevant. These three are
comprehensive, however, and are stated at a level of generalization that should assist scientists,
subjects, reviewers and interested citizens to understand the ethical issues inherent in research
involving human subjects. These principles cannot always be applied so as to resolve beyond dispute
particular ethical problems. The objective is to provide an analytical framework that will guide the
resolution of ethical problems arising from research involving human subjects.

This statement consists of a distinction between research and practice, a discussion of the three basic
ethical principles, and remarks about the application of these principles.

A. BOUNDARIES BETWEEN PRACTICE AND RESEARCH

It is important to distinguish between biomedical and behavioral research, on the one hand, and the
practice of accepted therapy on the other, in order to know what activities ought to undergo review for
the protection of human subjects of research. The distinction between research and practice is blurred
partly because both often occur together (as in research designed to evaluate a therapy) and partly
because notable departures from standard practice are often called “experimental” when the terms
"experimental™ and "research™ are not carefully defined.

For the most part, the term "practice" refers to interventions that are designed solely to enhance the
well-being of an individual patient or client and that have a reasonable expectation of success. The
purpose of medical or behavioral practice is to provide diagnosis, preventive treatment or therapy to
particular individuals.(2) By contrast, the term "research' designates an activity designed to test an
hypothesis, permit conclusions to be drawn, and thereby to develop or contribute to generalizable
knowledge (expressed, for example, in theories, principles, and statements of relationships). Research
is usually described in a formal protocol that sets forth an objective and a set of procedures designed to
reach that objective.

When a clinician departs in a significant way from standard or accepted practice, the innovation does
not, in and of itself, constitute research. The fact that a procedure is "experimental,” in the sense of
new, untested or different, does not automatically place it in the category of research. Radically new
procedures of this description should, however, be made the object of formal research at an early stage
in order to determine whether they are safe and effective. Thus, it is the responsibility of medical
practice committees, for example, to insist that a major innovation be incorporated into a formal
research project.(3)

Research and practice may be carried on together when research is designed to evaluate the safety and
efficacy of a therapy. This need not cause any confusion regarding whether or not the activity requires
review; the general rule is that if there is any element of research in an activity, that activity should
undergo review for the protection of human subjects.
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B. BASIC ETHICAL PRINCIPLES

The expression "basic ethical principles" refers to those general judgments that serve as a basic
justification for the many particular ethical prescriptions and evaluations of human actions. Three basic
principles, among those generally accepted in our cultural tradition, are particularly relevant to the
ethics of research involving human subjects: the principles of respect of persons, beneficence and
justice.

1. Respect for Persons. -- Respect for persons incorporates at least two ethical convictions: first, that
individuals should be treated as autonomous agents, and second, that persons with diminished
autonomy are entitled to protection. The principle of respect for persons thus divides into two separate
moral requirements: the requirement to acknowledge autonomy and the requirement to protect those
with diminished autonomy.

An autonomous person is an individual capable of deliberation about personal goals and of acting under
the direction of such deliberation. To respect autonomy is to give weight to autonomous persons'
considered opinions and choices while refraining from obstructing their actions unless they are clearly
detrimental to others. To show lack of respect for an autonomous agent is to repudiate that person's
considered judgments, to deny an individual the freedom to act on those considered judgments, or to
withhold information necessary to make a considered judgment, when there are no compelling reasons
to do so.

However, not every human being is capable of self-determination. The capacity for selfdetermination
matures during an individual's life, and some individuals lose this capacity wholly or in part because of
illness, mental disability, or circumstances that severely restrict liberty. Respect for the immature and
the incapacitated may require protecting them as they mature or while they are incapacitated.

Some persons are in need of extensive protection, even to the point of excluding them from activities
which may harm them; other persons require little protection beyond making sure they undertake
activities freely and with awareness of possible adverse consequence. The extent of protection afforded
should depend upon the risk of harm and the likelihood of benefit. The judgment that any individual
lacks autonomy should be periodically reevaluated and will vary in different situations.

In most cases of research involving human subjects, respect for persons demands that subjects enter
into the research voluntarily and with adequate information. In some situations, however, application of
the principle is not obvious. The involvement of prisoners as subjects of research provides an
instructive example. On the one hand, it would seem that the principle of respect for persons requires
that prisoners not be deprived of the opportunity to volunteer for research. On the other hand, under
prison conditions they may be subtly coerced or unduly influenced to engage in research activities for
which they would not otherwise volunteer. Respect for persons would then dictate that prisoners be
protected. Whether to allow prisoners to "volunteer" or to "protect" them presents a dilemma.
Respecting persons, in most hard cases, is often a matter of balancing competing claims urged by the
principle of respect itself.

2. Beneficence. -- Persons are treated in an ethical manner not only by respecting their decisions and
protecting them from harm, but also by making efforts to secure their well-being. Such treatment falls
under the principle of beneficence. The term "beneficence" is often understood to cover acts of
kindness or charity that go beyond strict obligation. In this document, beneficence is understood in a
stronger sense, as an obligation. Two general rules have been formulated as complementary
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expressions of beneficent actions in this sense: (1) do not harm and (2) maximize possible benefits and
minimize possible harms.

The Hippocratic maxim "do no harm" has long been a fundamental principle of medical ethics. Claude
Bernard extended it to the realm of research, saying that one should not injure one person regardless of
the benefits that might come to others. However, even avoiding harm requires learning what is harmful;
and, in the process of obtaining this information, persons may be exposed to risk of harm. Further, the
Hippocratic Oath requires physicians to benefit their patients "according to their best judgment.”
Learning what will in fact benefit may require exposing persons to risk. The problem posed by these
imperatives is to decide when it is justifiable to seek certain benefits despite the risks involved, and
when the benefits should be foregone because of the risks.

The obligations of beneficence affect both individual investigators and society at large, because they
extend both to particular research projects and to the entire enterprise of research. In the case of
particular projects, investigators and members of their institutions are obliged to give forethought to the
maximization of benefits and the reduction of risk that might occur from the research investigation. In
the case of scientific research in general, members of the larger society are obliged to recognize the
longer term benefits and risks that may result from the improvement of knowledge and from the
development of novel medical, psychotherapeutic, and social procedures.

The principle of beneficence often occupies a well-defined justifying role in many areas of research
involving human subjects. An example is found in research involving children. Effective ways of
treating childhood diseases and fostering healthy development are benefits that serve to justify research
involving children -- even when individual research subjects are not direct beneficiaries. Research also
makes it possible to avoid the harm that may result from the application of previously accepted routine
practices that on closer investigation turn out to be dangerous. But the role of the principle of
beneficence is not always so unambiguous. A difficult ethical problem remains, for example, about
research that presents more than minimal risk without immediate prospect of direct benefit to the
children involved. Some have argued that such research is inadmissible, while others have pointed out
that this limit would rule out much research promising great benefit to children in the future. Here
again, as with all hard cases, the different claims covered by the principle of beneficence may come
into conflict and force difficult choices.

3. Justice. -- Who ought to receive the benefits of research and bear its burdens? This is a question of
justice, in the sense of "fairness in distribution” or "what is deserved." An injustice occurs when some
benefit to which a person is entitled is denied without good reason or when some burden is imposed
unduly. Another way of conceiving the principle of justice is that equals ought to be treated equally.
However, this statement requires explication. Who is equal and who is unequal? What considerations
justify departure from equal distribution? Almost all commentators allow that distinctions based on
experience, age, deprivation, competence, merit and position do sometimes constitute criteria justifying
differential treatment for certain purposes. It is necessary, then, to explain in what respects people
should be treated equally. There are several widely accepted formulations of just ways to distribute
burdens and benefits. Each formulation mentions some relevant property on the basis of which burdens
and benefits should be distributed. These formulations are (1) to each person an equal share, (2) to each
person according to individual need, (3) to each person according to individual effort, (4) to each
person according to societal contribution, and (5) to each person according to merit.
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Questions of justice have long been associated with social practices such as punishment, taxation and
political representation. Until recently these questions have not generally been associated with
scientific research. However, they are foreshadowed even in the earliest reflections on the ethics of
research involving human subjects. For example, during the 19th and early 20th centuries the burdens
of serving as research subjects fell largely upon poor ward patients, while the benefits of improved
medical care flowed primarily to private patients. Subsequently, the exploitation of unwilling prisoners
as research subjects in Nazi concentration camps was condemned as a particularly flagrant injustice. In
this country, in the 1940's, the Tuskegee syphilis study used disadvantaged, rural black men to study
the untreated course of a disease that is by no means confined to that population. These subjects were
deprived of demonstrably effective treatment in order not to interrupt the project, long after such
treatment became generally available.

Against this historical background, it can be seen how conceptions of justice are relevant to research
involving human subjects. For example, the selection of research subjects needs to be scrutinized in
order to determine whether some classes (e.g., welfare patients, particular racial and ethnic minorities,
or persons confined to institutions) are being systematically selected simply because of their easy
availability, their compromised position, or their manipulability, rather than for reasons directly related
to the problem being studied. Finally, whenever research supported by public funds leads to the
development of therapeutic devices and procedures, justice demands both that these not provide
advantages only to those who can afford them and that such research should not unduly involve persons
from groups unlikely to be among the beneficiaries of subsequent applications of the
research.

C - APPLICATIONS

Applications of the general principles to the conduct of research leads to consideration of the following
requirements: informed consent, risk/benefit assessment, and the selection of subjects of research.

1. Informed Consent. -- Respect for persons requires that subjects, to the degree that they are capable,
be given the opportunity to choose what shall or shall not happen to them. This opportunity is provided
when adequate standards for informed consent are satisfied.

While the importance of informed consent is unquestioned, controversy prevails over the nature and
possibility of an informed consent. Nonetheless, there is widespread agreement that the consent process
can be analyzed as containing three elements: information, comprehension and voluntariness.

Information. Most codes of research establish specific items for disclosure intended to assure that
subjects are given sufficient information. These items generally include: the research procedure, their
purposes, risks and anticipated benefits, alternative procedures (where therapy is involved), and a
statement offering the subject the opportunity to ask questions and to withdraw at any time from the
research. Additional items have been proposed, including how subjects are selected, the person
responsible for the research, etc.

However, a simple listing of items does not answer the question of what the standard should be for
judging how much and what sort of information should be provided. One standard frequently invoked
in medical practice, namely the information commonly provided by practitioners in the field or in the
locale, is inadequate since research takes place precisely when a common understanding does not exist.
Another standard, currently popular in malpractice law, requires the practitioner to reveal the
information that reasonable persons would wish to know in order to make a decision regarding their
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care. This, too, seems insufficient since the research subject, being in essence a volunteer, may wish to
know considerably more about risks gratuitously undertaken than do patients who deliver themselves
into the hand of a clinician for needed care. It may be that a standard of "the reasonable volunteer"
should be proposed: the extent and nature of information should be such that persons, knowing that the
procedure is neither necessary for their care nor perhaps fully understood, can decide whether they
wish to participate in the furthering of knowledge. Even when some direct benefit to them is
anticipated, the subjects should understand clearly the range of risk and the voluntary nature of
participation.

A special problem of consent arises where informing subjects of some pertinent aspect of the research
is likely to impair the validity of the research. In many cases, it is sufficient to indicate to subjects that
they are being invited to participate in research of which some features will not be revealed until the
research is concluded. In all cases of research involving incomplete disclosure, such research is
justified only if it is clear that (1) incomplete disclosure is truly necessary to accomplish the goals of
the research, (2) there are no undisclosed risks to subjects that are more than minimal, and (3) there is
an adequate plan for debriefing subjects, when appropriate, and for dissemination of research results to
them. Information about risks should never be withheld for the purpose of eliciting the cooperation of
subjects, and truthful answers should always be given to direct questions about the research. Care
should be taken to distinguish cases in which disclosure would destroy or invalidate the research from
cases in which disclosure would simply inconvenience the investigator.

Comprehension. The manner and context in which information is conveyed is as important as the
information itself. For example, presenting information in a disorganized and rapid fashion, allowing
too little time for consideration or curtailing opportunities for questioning, all may adversely affect a
subject's ability to make an informed choice.

Because the subject's ability to understand is a function of intelligence, rationality, maturity and
language, it is necessary to adapt the presentation of the information to the subject's capacities.
Investigators are responsible for ascertaining that the subject has comprehended the information. While
there is always an obligation to ascertain that the information about risk to subjects is complete and
adequately comprehended, when the risks are more serious, that obligation increases. On occasion, it
may be suitable to give some oral or written tests of comprehension.

Special provision may need to be made when comprehension is severely limited -- for example, by
conditions of immaturity or mental disability. Each class of subjects that one might consider as
incompetent (e.g., infants and young children, mentally disable patients, the terminally ill and the
comatose) should be considered on its own terms. Even for these persons, however, respect requires
giving them the opportunity to choose to the extent they are able, whether or not to participate in
research. The objections of these subjects to involvement should be honored, unless the research entails
providing them a therapy unavailable elsewhere. Respect for persons also requires seeking the
permission of other parties in order to protect the subjects from harm. Such persons are thus respected
both by acknowledging their own wishes and by the use of third parties to protect them from harm.

The third parties chosen should be those who are most likely to understand the incompetent subject's
situation and to act in that person's best interest. The person authorized to act on behalf of the subject
should be given an opportunity to observe the research as it proceeds in order to be able to withdraw
the subject from the research, if such action appears in the subject's best interest.
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Voluntariness. An agreement to participate in research constitutes a valid consent only if voluntarily
given. This element of informed consent requires conditions free of coercion and undue influence.
Coercion occurs when an overt threat of harm is intentionally presented by one person to another in
order to obtain compliance. Undue influence, by contrast, occurs through an offer of an excessive,
unwarranted, inappropriate or improper reward or other overture in order to obtain compliance. Also,
inducements that would ordinarily be acceptable may become undue influences if the subject is
especially vulnerable.

Unjustifiable pressures usually occur when persons in positions of authority or commanding influence -
- especially where possible sanctions are involved -- urge a course of action for a subject. A continuum
of such influencing factors exists, however, and it is impossible to state precisely where justifiable
persuasion ends and undue influence begins. But undue influence would include actions such as
manipulating a person's choice through the controlling influence of a close relative and threatening to
withdraw health services to which an individual would otherwise be entitle.

2. Assessment of Risks and Benefits. -- The assessment of risks and benefits requires a careful arrayal
of relevant data, including, in some cases, alternative ways of obtaining the benefits sought in the
research. Thus, the assessment presents both an opportunity and a responsibility to gather systematic
and comprehensive information about proposed research. For the investigator, it is a means to examine
whether the proposed research is properly designed. For a review committee, it is a method for
determining whether the risks that will be presented to subjects are justified. For prospective subjects,
the assessment will assist the determination whether or not to participate.

The Nature and Scope of Risks and Benefits. The requirement that research be justified on the basis
of a favorable risk/benefit assessment bears a close relation to the principle of beneficence, just as the
moral requirement that informed consent be obtained is derived primarily from the principle of respect
for persons. The term "risk" refers to a possibility that harm may occur. However, when expressions
such as "small risk" or "high risk™ are used, they usually refer

(often ambiguously) both to the chance (probability) of experiencing a harm and the severity
(magnitude) of the envisioned harm.

The term "benefit" is used in the research context to refer to something of positive value related to
health or welfare. Unlike, "risk," "benefit" is not a term that expresses probabilities. Risk is properly
contrasted to probability of benefits, and benefits are properly contrasted with harms rather than risks
of harm. Accordingly, so-called risk/benefit assessments are concerned with the probabilities and
magnitudes of possible harm and anticipated benefits. Many kinds of possible harms and benefits need
to be taken into account. There are, for example, risks of psychological harm, physical harm, legal
harm, social harm and economic harm and the corresponding benefits. While the most likely types of
harms to research subjects are those of psychological or physical pain or injury, other possible kinds
should not be overlooked.

Risks and benefits of research may affect the individual subjects, the families of the individual subjects,
and society at large (or special groups of subjects in society). Previous codes and Federal regulations
have required that risks to subjects be outweighed by the sum of both the anticipated benefit to the
subject, if any, and the anticipated benefit to society in the form of knowledge to be gained from the
research. In balancing these different elements, the risks and benefits affecting the immediate research
subject will normally carry special weight. On the other hand, interests other than those of the subject
may on some occasions be sufficient by themselves to justify the risks involved in the research, so long
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as the subjects' rights have been protected. Beneficence thus requires that we protect against risk of
harm to subjects and also that we be concerned about the loss of the substantial benefits that might be
gained from research.

The Systematic Assessment of Risks and Benefits. It is commonly said that benefits and risks must
be "balanced" and shown to be "in a favorable ratio."” The metaphorical character of these terms draws
attention to the difficulty of making precise judgments. Only on rare occasions will quantitative
techniques be available for the scrutiny of research protocols. However, the idea of systematic, non-
arbitrary analysis of risks and benefits should be emulated insofar as possible. This ideal requires those
making decisions about the justifiability of research to be thorough in the accumulation and assessment
of information about all aspects of the research, and to consider alternatives systematically. This
procedure renders the assessment of research more rigorous and precise, while making communication
between review board members and investigators less subject to misinterpretation, misinformation and
conflicting judgments. Thus, there should first be a determination of the validity of the presuppositions
of the research; then the nature, probability and magnitude of risk should be distinguished with as much
clarity as possible. The method of ascertaining risks should be explicit, especially where there is no
alternative to the use of such vague categories as small or slight risk. It should also be determined
whether an investigator's estimates of the probability of harm or benefits are reasonable, as judged by
known facts or other available studies.

Finally, assessment of the justifiability of research should reflect at least the following considerations:
(i) Brutal or inhumane treatment of human subjects is never morally justified. (ii) Risks should be
reduced to those necessary to achieve the research objective. It should be determined whether it is in
fact necessary to use human subjects at all. Risk can perhaps never be entirely eliminated, but it can
often be reduced by careful attention to alternative procedures. (iii) When research involves significant
risk of serious impairment, review committees should be extraordinarily insistent on the justification of
the risk (looking usually to the likelihood of benefit to the subject -- or, in some rare cases, to the
manifest voluntariness of the participation). (iv)When vulnerable populations are involved in research,
the appropriateness of involving them should itself be demonstrated. A number of variables go into
such judgments, including the nature and degree of risk, the condition of the particular population
involved, and the nature and level of the anticipated benefits. (v) Relevant risks and benefits must be
thoroughly arrayed in documents and procedures used in the informed consent process.

3. Selection of Subjects. -- Just as the principle of respect for persons finds expression in the
requirements for consent, and the principle of beneficence in risk/benefit assessment, the principle of
justice gives rise to moral requirements that there be fair procedures and outcomes in the selection of
research subjects.

Justice is relevant to the selection of subjects of research at two levels: the social and the individual.
Individual justice in the selection of subjects would require that researchers exhibit fairness: thus, they
should not offer potentially beneficial research only to some patients who are in their favor or select
only "undesirable™ persons for risky research. Social justice requires that distinction be drawn between
classes of subjects that ought, and ought not, to participate in any particular kind of research, based on
the ability of members of that class to bear burdens and on the appropriateness of placing further
burdens on already burdened persons. Thus, it can be considered a matter of social justice that there is
an order of preference in the selection of classes of subjects (e.g., adults before children) and that some
classes of potential subjects (e.g., the institutionalized mentally infirm or prisoners) may be involved as
research subjects, if at all, only on certain conditions.
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Injustice may appear in the selection of subjects, even if individual subjects are selected fairly by
investigators and treated fairly in the course of research. Thus injustice arises from social, racial, sexual
and cultural biases institutionalized in society. Thus, even if individual researchers are treating their
research subjects fairly, and even if IRBs are taking care to assure that subjects are selected fairly
within a particular institution, unjust social patterns may nevertheless appear in the overall distribution
of the burdens and benefits of research. Although individual institutions or investigators may not be
able to resolve a problem that is pervasive in their social setting, they can consider distributive justice
in selecting research subjects.

Some populations, especially institutionalized ones, are already burdened in many ways by their
infirmities and environments. When research is proposed that involves risks and does not include a
therapeutic component, other less burdened classes of persons should be called upon first to accept
these risks of research, except where the research is directly related to the specific conditions of the
class involved. Also, even though public funds for research may often flow in the same directions as
public funds for health care, it seems unfair that populations dependent on public health care constitute
a pool of preferred research subjects if more advantaged populations are likely to be the recipients of
the benefits.

One special instance of injustice results from the involvement of vulnerable subjects. Certain groups,
such as racial minorities, the economically disadvantaged, the very sick, and the institutionalized may
continually be sought as research subjects, owing to their ready availability in settings where research
is conducted. Given their dependent status and their frequently compromised capacity for free consent,
they should be protected against the danger of being involved in research solely for administrative
convenience, or because they are easy to manipulate as a result of their illness or socioeconomic
condition.

(1) Since 1945, various codes for the proper and responsible conduct of human
experimentation in medical research have been adopted by different organizations. The best known of
these codes are the Nuremberg Code of 1947, the Helsinki Declaration of 1964 (revised in 1975), and
the 1971 Guidelines (codified into Federal Regulations in 1974) issued by the U.S. Department of
Health, Education, and Welfare Codes for the conduct of social and behavioral research have also been
adopted, the best known being that of the American Psychological Association, published in 1973.

(2) Although practice usually involves interventions designed solely to enhance the well-
being of a particular individual, interventions are sometimes applied to one individual for the
enhancement of the well-being of another (e.g., blood donation, skin grafts, organ transplants) or an
intervention may have the dual purpose of enhancing the well-being of a particular individual, and, at
the same time, providing some benefit to others (e.g., vaccination, which protects both the person who
is vaccinated and society generally). The fact that some forms of practice have elements other than
immediate benefit to the individual receiving an intervention, however, should not confuse the general
distinction between research and practice. Even when a procedure applied in practice may benefit some
other person, it remains an intervention designed to enhance the well-being of a particular individual or
groups of individuals; thus, it is practice and need not be reviewed as research.

(3) Because the problems related to social experimentation may differ substantially from
those of biomedical and behavioral research, the Commission specifically declines to make any policy
determination regarding such research at this time. Rather, the Commission believes that the problem
ought to be addressed by one of its successor bodies.
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INTRODUCTION

Good Clinical Practice (GCP) is an international ethical and scientific quality standard for designing, conducting,
recording and reporting trials that involve the participation of human subjects. Compliance with this standard
provides public assurance that the rights, safety and well-being of trial subjects are protected, consistent with the
principles that have their origin in the Declaration of Helsinki, and that the clinical trial data are credible.

The objective of this ICH GCP Guideline is to provide a unified standard for the European Union (EU), Japan and
the United States to facilitate the mutual acceptance of clinical data by the regulatory authorities in these
jurisdictions.

The guideline was developed with consideration of the current good clinical practices of the European Union,
Japan, and the United States, as well as those of Australia, Canada, the Nordic countries and the World Health
Organization (WHO).

This guideline should be followed when generating clinical trial data that are intended to be submitted to
regulatory authorities.

The principles established in this guideline may also be applied to other clinical investigations that may have an
impact on the safety and well-being of human subjects.

GLOSSARY

Adverse Drug Reaction (ADR): In the pre-approval clinical experience with a new medicinal product or its new
usages, particularly as the therapeutic dose(s) may not be established: all noxious and unintended responses to a
medicinal product related to any dose should be considered adverse drug reactions. The phrase responses to a
medicinal product means that a causal relationship between a medicinal product and an adverse event is at least a
reasonable possibility, i.e. the relationship cannot be ruled out. Regarding marketed medicinal products: a response
to a drug which is noxious and unintended and which occurs at doses normally used in man for prophylaxis,
diagnosis, or therapy of diseases or for modification of physiological function (see the ICH Guideline for Clinical
Safety Data Management: Definitions and Standards for Expedited Reporting).

Adverse Event (AE): Any untoward medical occurrence in a patient or clinical investigation subject administered
a pharmaceutical product and which does not necessarily have a causal relationship with this treatment. An adverse
event (AE) can therefore be any unfavorable and unintended sign (including an abnormal laboratory finding),
symptom, or disease temporally associated with the use of a medicinal (investigational) product, whether or not
related to the medicinal (investigational) product (see the ICH Guideline for Clinical Safety Data Management:
Definitions and Standards for Expedited Reporting).

Applicable Regulatory Requirement(s): Any law(s) and regulation(s) addressing the conduct of clinical trials of
investigational products.

Approval (in relation to Institutional Review Boards): The affirmative decision of the IRB that the clinical trial
has been reviewed and may be conducted at the institution site within the constraints set forth by the IRB, the
institution, Good Clinical Practice (GCP), and the applicable regulatory requirements.

Audit: A systematic and independent examination of trial related activities and documents to determine whether
the evaluated trial related activities were conducted, and the data were recorded, analyzed and accurately reported
according to the protocol, sponsor's standard operating procedures (SOPs), Good Clinical Practice (GCP), and the
applicable regulatory requirement(s).

Audit Certificate: A declaration of confirmation by the auditor that an audit has taken place.
Audit Report: A written evaluation by the sponsor's auditor of the results of the audit.
Audit Trail: Documentation that allows reconstruction of the course of events.

Blinding/Masking: A procedure in which one or more parties to the trial are kept unaware of the treatment
assignment(s). Single-blinding usually refers to the subject(s) being unaware, and double-blinding usually refers to
the subject(s), investigator(s), monitor, and, in some cases, data analyst(s) being unaware of the treatment
assignment(s).

Case Report Form (CRF): A printed, optical, or electronic document designed to record all of the protocol
required information to be reported to the sponsor on each trial subject.

Clinical Trial/Study: Any investigation in human subjects intended to discover or verify the clinical,
pharmacological and/or other pharmacodynamic effects of an investigational product(s), and/or to identify any
adverse reactions to an investigational product(s), and/or to study absorption, distribution, metabolism, and
excretion of an investigational product(s) with the object of ascertaining its safety and/or efficacy. The terms
clinical trial and clinical study are synonymous.
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Clinical Trial/Study Report: A written description of a trial/study of any therapeutic, prophylactic, or diagnostic
agent conducted in human subjects, in which the clinical and statistical description, presentations, and analyses are
fully integrated into a single report (see the ICH Guideline for Structure and Content of Clinical Study Reports).

Comparator (Product): An investigational or marketed product (i.e., active control), or placebo, used as a
reference in a clinical trial.

Compliance (in relation to trials): Adherence to all the trial-related requirements, Good Clinical Practice (GCP)
requirements, and the applicable regulatory requirements.

Confidentiality: Prevention of disclosure, to other than authorized individuals, of a sponsor's proprietary
information or of a subject's identity.

Contract: A written, dated, and signed agreement between two or more involved parties that sets out any
arrangements on delegation and distribution of tasks and obligations and, if appropriate, on financial matters. The
protocol may serve as the basis of a contract.

Coordinating Committee: A committee that a sponsor may organize to coordinate the conduct of a multicentre
trial.

Coordinating Investigator: An investigator assigned the responsibility for the coordination of investigators at
different centers participating in a multicentre trial.

Contract Research Organization (CRO): A person or an organization (commercial, academic, or other)
contracted by the sponsor to perform one or more of a sponsor's trial-related duties and functions.

Direct Access: Permission to examine, analyze, verify, and reproduce any records and reports that are important to
evaluation of a clinical trial. Any party (e.g., domestic and foreign regulatory authorities, sponsor's monitors and
auditors) with direct access should take all reasonable precautions within the constraints of the applicable
regulatory requirement(s) to maintain the confidentiality of subjects' identities and sponsors proprietary
information.

Documentation: All records, in any form (including, but not limited to, written, electronic, magnetic, and optical
records, and scans, x-rays, and electrocardiograms) that describe or record the methods, conduct, and/or results of
a trial, the factors affecting a trial, and the actions taken.

Essential Documents: Documents which individually and collectively permit evaluation of the conduct of a study
and the quality of the data produced (see 8. Essential Documents for the Conduct of a Clinical Trial).

Good Clinical Practice (GCP): A standard for the design, conduct, performance, monitoring, auditing, recording,
analyses, and reporting of clinical trials that provides assurance that the data and reported results are credible and
accurate, and that the rights, integrity, and confidentiality of trial subjects are protected.

Independent Data-Monitoring Committee (IDMC) (Data and Safety Monitoring Board, Monitoring
Committee, Data Monitoring Committee): An independent data-monitoring committee that may be established
by the sponsor to assess at intervals the progress of a clinical trial, the safety data, and the critical efficacy
endpoints, and to recommend to the sponsor whether to continue, modify, or stop a trial.

Impartial Witness: A person, who is independent of the trial, who cannot be unfairly influenced by people
involved with the trial, who attends the informed consent process if the subject or the subject’s legally acceptable
representative cannot read, and who reads the informed consent form and any other written information supplied to
the subject.

Independent Ethics Committee (IEC): An independent body (a review board or a committee, institutional,
regional, national, or supranational), constituted of medical professionals and non-medical members, whose
responsibility it is to ensure the protection of the rights, safety and well-being of human subjects involved in a trial
and to provide public assurance of that protection, by, among other things, reviewing and approving / providing
favourable opinion on, the trial protocol, the suitability of the investigator(s), facilities, and the methods and
material to be used in obtaining and documenting informed consent of the trial subjects.

The legal status, composition, function, operations and regulatory requirements pertaining to Independent Ethics
Committees may differ among countries, but should allow the Independent Ethics Committee to act in agreement
with GCP as described in this guideline.
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Informed Consent: A process by which a subject voluntarily confirms his or her willingness to participate in a
particular trial, after having been informed of all aspects of the trial that are relevant to the subject's decision to
participate. Informed consent is documented by means of a written, signed and dated informed consent form.

Inspection: The act by a regulatory authority(ies) of conducting an official review of documents, facilities,
records, and any other resources that are deemed by the authority(ies) to be related to the clinical trial and that may
be located at the site of the trial, at the sponsor's and/or contract research organizations (CRO) facilities, or at other
establishments deemed appropriate by the regulatory authority(ies).

Institution (medical): Any public or private entity or agency or medical or dental facility where clinical trials are
conducted.

Institutional Review Board (IRB): An independent body constituted of medical, scientific, and non-scientific
members, whose responsibility is to ensure the protection of the rights, safety and well-being of human subjects
involved in a trial by, among other things, reviewing, approving, and providing continuing review of trial protocol
and amendments and of the methods and material to be used in obtaining and documenting informed consent of the
trial subjects.

Interim Clinical Trial/Study Report: A report of intermediate results and their evaluation based on analyses
performed during the course of a trial.

Investigational Product: A pharmaceutical form of an active ingredient or placebo being tested or used as a
reference in a clinical trial, including a product with a marketing authorization when used or assembled
(formulated or packaged) in a way different from the approved form, or when used for an unapproved indication,
or when used to gain further information about an approved use.

Investigator: A person responsible for the conduct of the clinical trial at a trial site. If a trial is conducted by a
team of individuals at a trial site, the investigator is the responsible leader of the team and may be called the
principal investigator. See also Subinvestigator.

Investigator / Institution: An expression meaning "the investigator and/or institution, where required by the
applicable regulatory requirements".

Investigator's Brochure: A compilation of the clinical and nonclinical data on the investigational product(s)
which is relevant to the study of the investigational product(s) in human subjects (see 7. Investigator’s Brochure).

Legally Acceptable Representative: An individual or juridical or other body authorized under applicable law to
consent, on behalf of a prospective subject, to the subject's participation in the clinical trial.

Monitoring: The act of overseeing the progress of a clinical trial, and of ensuring that it is conducted, recorded,
and reported in accordance with the protocol, Standard Operating Procedures (SOPs), Good Clinical Practice
(GCP), and the applicable regulatory requirement(s).

Monitoring Report: A written report from the monitor to the sponsor after each site visit and/or other trial-related
communication according to the sponsors SOPs.

Multicentre Trial: A clinical trial conducted according to a single protocol but at more than one site, and
therefore, carried out by more than one investigator.

Nonclinical Study: Biomedical studies not performed on human subjects.

Opinion (in relation to Independent Ethics Committee): The judgment and/or the advice provided by an
Independent Ethics Committee (IEC).

Original Medical Record: See Source Documents.

Protocol: A document that describes the objective(s), design, methodology, statistical considerations, and
organization of a trial. The protocol usually also gives the background and rationale for the trial, but these could be
provided in other protocol referenced documents. Throughout the ICH GCP Guideline the term protocol refers to
protocol and protocol amendments.

Protocol Amendment: A written description of a change(s) to or formal clarification of a protocol.

80



Quality Assurance (QA): All those planned and systematic actions that are established to ensure that the trial is
performed and the data are generated, documented (recorded), and reported in compliance with Good Clinical
Practice (GCP) and the applicable regulatory requirement(s).

Quality Control (QC): The operational techniques and activities undertaken within the quality assurance system
to verify that the requirements for quality of the trial-related activities have been fulfilled.

Randomization: The process of assigning trial subjects to treatment or control groups using an element of chance
to determine the assignments in order to reduce bias.

Regulatory Authorities: Bodies having the power to regulate. In the ICH GCP guideline the expression
Regulatory Authorities includes the authorities that review submitted clinical data and those that conduct
inspections (see 1.29). These bodies are sometimes referred to as competent authorities.

Serious Adverse Event (SAE) or Serious Adverse Drug Reaction (Serious ADR): Any untoward medical
occurrence that at any dose:

®  results in death,

* s life-threatening,

®  requires inpatient hospitalization or prolongation of existing hospitalization,
* results in persistent or significant disability/incapacity, or

® isacongenital anomaly/birth defect
(see the ICH Guideline for Clinical Safety Data Management: Definitions and Standards for Expedited
Reporting).

Source Data: All information in original records and certified copies of original records of clinical findings,
observations, or other activities in a clinical trial necessary for the reconstruction and evaluation of the trial. Source
data are contained in source documents (original records or certified copies).

Source Documents: Original documents, data, and records (e.g., hospital records, clinical and office charts,
laboratory notes, memoranda, subjects' diaries or evaluation checklists, pharmacy dispensing records, recorded
data from automated instruments, copies or transcriptions certified after verification as being accurate copies,
microfiches, photographic negatives, microfilm or magnetic media, x-rays, subject files, and records kept at the
pharmacy, at the laboratories and at medico-technical departments involved in the clinical trial).

Sponsor: An individual, company, institution, or organization which takes responsibility for the initiation,
management, and/or financing of a clinical trial.

Sponsor-Investigator: An individual who both initiates and conducts, alone or with others, a clinical trial, and
under whose immediate direction the investigational product is administered to, dispensed to, or used by a subject.
The term does not include any person other than an individual (e.g., it does not include a corporation or an
agency). The obligations of a sponsor-investigator include both those of a sponsor and those of an investigator.

Standard Operating Procedures (SOPs): Detailed, written instructions to achieve uniformity of the performance
of a specific function.

Subinvestigator: Any individual member of the clinical trial team designated and supervised by the investigator at
a trial site to perform critical trial-related procedures and/or to make important trial-related decisions (e.g.,
associates, residents, research fellows). See also Investigator.

Subject/Trial Subject: An individual who participates in a clinical trial, either as a recipient of the investigational
product(s) or as a control.

Subject Identification Code: A unique identifier assigned by the investigator to each trial subject to protect the
subject's identity and used in lieu of the subject's name when the investigator reports adverse events and/or other
trial related data.

Trial Site: The location(s) where trial-related activities are actually conducted.
Unexpected Adverse Drug Reaction: An adverse reaction, the nature or severity of which is not consistent with
the applicable product information (e.g., Investigator's Brochure for an unapproved investigational product or

package insert/summary of product characteristics for an approved product) (see the ICH Guideline for Clinical
Safety Data Management: Definitions and Standards for Expedited Reporting).
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Vulnerable Subjects: Individuals whose willingness to volunteer in a clinical trial may be unduly influenced by
the expectation, whether justified or not, of benefits associated with participation, or of a retaliatory response from
senior members of a hierarchy in case of refusal to participate. Examples are members of a group with a
hierarchical structure, such as medical, pharmacy, dental, and nursing students, subordinate hospital and laboratory
personnel, employees of the pharmaceutical industry, members of the armed forces, and persons kept in detention.
Other vulnerable subjects include patients with incurable diseases, persons in nursing homes, unemployed or
impoverished persons, patients in emergency situations, ethnic minority groups, homeless persons, nomads,
refugees, minors, and those incapable of giving consent.

Well-being (of the trial subjects): The physical and mental integrity of the subjects participating in a clinical
trial.

THE PRINCIPLES OF ICH GCP

2.1 Clinical trials should be conducted in accordance with the ethical principles that have their origin in the
Declaration of Helsinki, and that are consistent with GCP and the applicable regulatory requirement(s).

2.2 Before a trial is initiated, foreseeable risks and inconveniences should be weighed against the anticipated
benefit for the individual trial subject and society. A trial should be initiated and continued only if the anticipated
benefits justify the risks.

2.3 The rights, safety, and well-being of the trial subjects are the most important considerations and should prevail
over interests of science and society.

2.4 The available nonclinical and clinical information on an investigational product should be adequate to support
the proposed clinical trial.

2.5 Clinical trials should be scientifically sound, and described in a clear, detailed protocol.

2.6 A trial should be conducted in compliance with the protocol that has received prior institutional review board
(IRB)/independent ethics committee (IEC) approval/favourable opinion.

2.7 The medical care given to, and medical decisions made on behalf of, subjects should always be the
responsibility of a qualified physician or, when appropriate, of a qualified dentist.

2.8 Each individual involved in conducting a trial should be qualified by education, training, and experience to
perform his or her respective task(s).

2.9 Freely given informed consent should be obtained from every subject prior to clinical trial participation.

2.10 All clinical trial information should be recorded, handled, and stored in a way that allows its accurate
reporting, interpretation and verification.

2.11 The confidentiality of records that could identify subjects should be protected, respecting the privacy and
confidentiality rules in accordance with the applicable regulatory requirement(s).

2.12 Investigational products should be manufactured, handled, and stored in accordance with applicable good
manufacturing practice (GMP). They should be used in accordance with the approved protocol.

2.13 Systems with procedures that assure the quality of every aspect of the trial should be implemented.

INSTITUTIONAL REVIEW BOARD/INDEPENDENT ETHICS
COMMITTEE (IRB/IEC)

3.1 Responsibilities
3.1.1 An IRB/IEC should safeguard the rights, safety, and well-being of all trial subjects. Special attention should
be paid to trials that may include vulnerable subjects.
3.1.2 The IRB/IEC should obtain the following documents:
trial protocol(s)/amendment(s), written informed consent form(s) and consent form updates that the investigator
proposes for use in the trial, subject recruitment procedures (e.g. advertisements), written information to be
provided to subjects, Investigator's Brochure (IB), available safety information, information about payments and
compensation available to subjects, the investigator’s current curriculum vitae and/or other documentation
evidencing qualifications, and any other documents that the IRB/IEC may need to fulfil its responsibilities.
The IRB/IEC should review a proposed clinical trial within a reasonable time and document its views in writing,
clearly identifying the trial, the documents reviewed and the dates for the following:

e approval/favourable opinion;

e modifications required prior to its approval/favourable opinion;

e disapproval / negative opinion; and

e termination/suspension of any prior approval/favourable opinion.
3.1.3 The IRB/IEC should consider the qualifications of the investigator for the proposed trial, as documented by a
current curriculum vitae and/or by any other relevant documentation the IRB/IEC requests.
3.1.4 The IRB/IEC should conduct continuing review of each ongoing trial at intervals appropriate to the degree of
risk to human subjects, but at least once per year.
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3.1.5 The IRB/IEC may request more information than is outlined in paragraph 4.8.10 be given to subjects when,
in the judgment of the IRB/IEC, the additional information would add meaningfully to the protection of the rights,
safety and/or well-being of the subjects.

3.1.6 When a non-therapeutic trial is to be carried out with the consent of the subject’s legally acceptable
representative (see 4.8.12, 4.8.14), the IRB/IEC should determine that the proposed protocol and/or other
document(s) adequately addresses relevant ethical concerns and meets applicable regulatory requirements for such
trials.

3.1.7 Where the protocol indicates that prior consent of the trial subject or the subject’s legally acceptable
representative is not possible (see 4.8.15), the IRB/IEC should determine that the proposed protocol and/or other
document(s) adequately addresses relevant ethical concerns and meets applicable regulatory requirements for such
trials (i.e. in emergency situations).

3.1.8 The IRB/IEC should review both the amount and method of payment to subjects to assure that neither
presents problems of coercion or undue influence on the trial subjects. Payments to a subject should be prorated
and not wholly contingent on completion of the trial by the subject.

3.1.9 The IRB/IEC should ensure that information regarding payment to subjects, including the methods, amounts,
and schedule of payment to trial subjects, is set forth in the written informed consent form and any other written
information to be provided to subjects. The way payment will be prorated should be specified.

3.2 Composition, Functions and Operations

3.2.1 The IRB/IEC should consist of a reasonable number of members, who collectively have the qualifications
and experience to review and evaluate the science, medical aspects, and ethics of the proposed trial. It is
recommended that the IRB/IEC should include: a) At least five members.

a) At least one member whose primary area of interest is in a nonscientific area.

b) At least one member who is independent of the institution/trial site.

Only those IRB/IEC members who are independent of the investigator and the sponsor of the trial should
vote/provide opinion on a trial-related matter.

A list of IRB/IEC members and their qualifications should be maintained.

3.2.2 The IRB/IEC should perform its functions according to written operating procedures, should maintain written
records of its activities and minutes of its meetings, and should comply with GCP and with the applicable
regulatory requirement(s).

3.2.3 An IRB/IEC should make its decisions at announced meetings at which at least a quorum, as stipulated in its
written operating procedures, is present.

3.2.4 Only members who participate in the IRB/IEC review and discussion should vote/provide their opinion
and/or advise.

3.2.5 The investigator may provide information on any aspect of the trial, but should not participate in the
deliberations of the IRB/IEC or in the vote/opinion of the IRB/IEC.

3.2.6 An IRB/IEC may invite nonmembers with expertise in special areas for assistance.

3.3 Procedures

The IRB/IEC should establish, document in writing, and follow its procedures, which should include:

3.3.1 Determining its composition (names and qualifications of the members) and the authority under which it is
established.

3.3.2 Scheduling, notifying its members of, and conducting its meetings.

3.3.3 Conducting initial and continuing review of trials.

3.3.4 Determining the frequency of continuing review, as appropriate.

3.3.5 Providing, according to the applicable regulatory requirements, expedited review and approval/favourable
opinion of minor change(s) in ongoing trials that have the approval/favourable opinion of the IRB/IEC.

3.3.6 Specifying that no subject should be admitted to a trial before the IRB/IEC issues its written
approval/favourable opinion of the trial.

3.3.7 Specifying that no deviations from, or changes of, the protocol should be initiated without prior written
IRB/IEC approval/favourable opinion of an appropriate amendment, except when necessary to eliminate
immediate hazards to the subjects or when the change(s) involves only logistical or administrative aspects of the
trial (e.g., change of monitor(s), telephone number(s)) (see 4.5.2).

3.3.8 Specifying that the investigator should promptly report to the IRB/IEC:

a) Deviations from, or changes of, the protocol to eliminate immediate hazards to the trial subjects (see 3.3.7,
45.2,45.4).

b) Changes increasing the risk to subjects and/or affecting significantly the conduct of the trial (see 4.10.2).

¢) All adverse drug reactions (ADRs) that are both serious and unexpected.

d) New information that may affect adversely the safety of the subjects or the conduct of the trial.

3.3.9 Ensuring that the IRB/IEC promptly notify in writing the investigator/institution concerning:

a) Its trial-related decisions/opinions.

b) The reasons for its decisions/opinions.

¢) Procedures for appeal of its decisions/opinions.
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3.4 Records

The IRB/IEC should retain all relevant records (e.g., written procedures, membership lists, lists of
occupations/affiliations of members, submitted documents, minutes of meetings, and correspondence) for a period
of at least 3 years after completion of the trial and make them available upon request from the regulatory
authority(ies).

The IRB/IEC may be asked by investigators, sponsors or regulatory authorities to provide its written procedures
and membership lists.

INVESTIGATOR

4.1 Investigator's Qualifications and Agreements

4.1.1 The investigator(s) should be qualified by education, training, and experience to assume responsibility for the
proper conduct of the trial, should meet all the qualifications specified by the applicable regulatory requirement(s),
and should provide evidence of such qualifications through up-to-date curriculum vitae and/or other relevant
documentation requested by the sponsor, the IRB/IEC, and/or the regulatory authority(ies).

4.1.2 The investigator should be thoroughly familiar with the appropriate use of the investigational product(s), as
described in the protocol, in the current Investigator's Brochure, in the product information and in other
information sources provided by the sponsor.

4.1.3 The investigator should be aware of, and should comply with, GCP and the applicable regulatory
requirements.

4.1.4 The investigator/institution should permit monitoring and auditing by the sponsor, and inspection by the
appropriate regulatory authority(ies).

4.1.5 The investigator should maintain a list of appropriately qualified persons to whom the investigator has
delegated significant trial-related duties.

4.2 Adequate Resources

4.2.1 The investigator should be able to demonstrate (e.g., based on retrospective data) a potential for recruiting
the required number of suitable subjects within the agreed recruitment period.

4.2.2 The investigator should have sufficient time to properly conduct and complete the trial within the agreed trial
period.

4.2.3 The investigator should have available an adequate number of qualified staff and adequate facilities for the
foreseen duration of the trial to conduct the trial properly and safely.

4.2.4 The investigator should ensure that all persons assisting with the trial are adequately informed about the
protocol, the investigational product(s), and their trial-related duties and functions.

4.3 Medical Care of Trial Subjects

4.3.1 A qualified physician (or dentist, when appropriate), who is an investigator or a sub-investigator for the trial,
should be responsible for all trial-related medical (or dental) decisions.

4.3.2 During and following a subject's participation in a trial, the investigator/institution should ensure that
adequate medical care is provided to a subject for any adverse events, including clinically significant laboratory
values, related to the trial. The investigator/institution should inform a subject when medical care is needed for
intercurrent illness(es) of which the investigator becomes aware.

4.3.3 It is recommended that the investigator inform the subject's primary physician about the subject's
participation in the trial if the subject has a primary physician and if the subject agrees to the primary physician
being informed.

4.3.4 Although a subject is not obliged to give his/her reason(s) for withdrawing prematurely from a trial, the
investigator should make a reasonable effort to ascertain the reason(s), while fully respecting the subject's rights.

4.4 Communication with IRB/IEC

4.4.1 Before initiating a trial, the investigator/institution should have written and dated approval/favourable
opinion from the IRB/IEC for the trial protocol, written informed consent form, consent form updates, subject
recruitment procedures (e.g., advertisements), and any other written information to be provided to subjects.

4.4.2 As part of the investigator's/institutions written application to the IRB/IEC, the investigator/institution should
provide the IRB/IEC with a current copy of the Investigator's Brochure. If the Investigator's Brochure is updated
during the trial, the investigator/institution should supply a copy of the updated Investigators Brochure to the
IRB/IEC.

4.4.3 During the trial the investigator/institution should provide to the IRB/IEC all documents subject to review.
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4.5 Compliance with Protocol
4.5.1 The investigator/institution should conduct the trial in compliance with the protocol agreed to by the sponsor
and, if required, by the regulatory authority(ies) and which was given approval/favourable opinion by the
IRB/IEC. The investigator/institution and the sponsor should sign the protocol, or an alternative contract, to
confirm agreement.
4.5.2 The investigator should not implement any deviation from, or changes of the protocol without agreement by
the sponsor and prior review and documented approval/favourable opinion from the IRB/IEC of an amendment,
except where necessary to eliminate an immediate hazard(s) to trial subjects, or when the change(s) involves only
logistical or administrative aspects of the trial (e.g., change in monitor(s), change of telephone number(s)).
4.5.3 The investigator, or person designated by the investigator, should document and explain any deviation from
the approved protocol.
4.5.4 The investigator may implement a deviation from, or a change of, the protocol to eliminate an immediate
hazard(s) to trial subjects without prior IRB/IEC approval/favourable opinion. As soon as possible, the
implemented deviation or change, the reasons for it, and, if appropriate, the proposed protocol amendment(s)
should be submitted:

a) tothe IRB/IEC for review and approval/favourable opinion,

b) to the sponsor for agreement and, if required,

c) to the regulatory authority(ies).

4.6 Investigational Product(s)

4.6.1 Responsibility for investigational product(s) accountability at the ftrial site(s) rests with the
investigator/institution.

4.6.2 Where allowed/required, the investigator/institution may/should assign some or all of the
investigator's/institutions duties for investigational product(s) accountability at the trial site(s) to an appropriate
pharmacist or another appropriate individual who is under the supervision of the investigator/institution..

4.6.3 The investigator/institution and/or a pharmacist or other appropriate individual, who is designated by the
investigator/institution, should maintain records of the product's delivery to the trial site, the inventory at the site,
the use by each subject, and the return to the sponsor or alternative disposition of unused product(s). These records
should include dates, quantities, batch/serial numbers, expiration dates (if applicable), and the unique code
numbers assigned to the investigational product(s) and trial subjects. Investigators should maintain records that
document adequately that the subjects were provided the doses specified by the protocol and reconcile all
investigational product(s) received from the sponsor. 4.6.4 The investigational product(s) should be stored as
specified by the sponsor (see 5.13.2 and 5.14.3) and in accordance with applicable regulatory requirement(s).

4.6.5 The investigator should ensure that the investigational product(s) are used only in accordance with the
approved protocol.

4.6.6 The investigator, or a person designated by the investigator/institution, should explain the correct use of the
investigational product(s) to each subject and should check, at intervals appropriate for the trial, that each subject
is following the instructions properly.

4.7 Randomization Procedures and Unblinding

The investigator should follow the trial's randomization procedures, if any, and should ensure that the code is
broken only in accordance with the protocol. If the trial is blinded, the investigator should promptly document and
explain to the sponsor any premature un-blinding (e.g., accidental un-blinding, un-blinding due to a serious
adverse event) of the investigational product(s).

4.8 Informed Consent of Trial Subjects

4.8.1 In obtaining and documenting informed consent, the investigator should comply with the applicable
regulatory requirement(s), and should adhere to GCP and to the ethical principles that have their origin in the
Declaration of Helsinki. Prior to the beginning of the trial, the investigator should have the IRB/IEC's written
approval/favourable opinion of the written informed consent form and any other written information to be
provided to subjects.

4.8.2 The written informed consent form and any other written information to be provided to subjects should be
revised whenever important new information becomes available that may be relevant to the subject’s consent. Any
revised written informed consent form, and written information should receive the IRB/IEC's approval/favourable
opinion in advance of use. The subject or the subject’s legally acceptable representative should be informed in a
timely manner if new information becomes available that may be relevant to the subject’s willingness to continue
participation in the trial. The communication of this information should be documented.

4.8.3 Neither the investigator, nor the trial staff, should coerce or unduly influence a subject to participate or to
continue to participate in a trial.

4.8.4 None of the oral and written information concerning the trial, including the written informed consent form,
should contain any language that causes the subject or the subject's legally acceptable representative to waive or to
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appear to waive any legal rights, or that releases or appears to release the investigator, the institution, the sponsor,
or their agents from liability for negligence.

4.8.5 The investigator, or a person designated by the investigator, should fully inform the subject or, if the subject
is unable to provide informed consent, the subject's legally acceptable representative, of all pertinent aspects of the
trial including the written information and the approval/ favourable opinion by the IRB/IEC.

4.8.6 The language used in the oral and written information about the trial, including the written informed consent
form, should be as non-technical as practical and should be understandable to the subject or the subject's legally
acceptable representative and the impartial witness, where applicable.

4.8.7 Before informed consent may be obtained, the investigator, or a person designated by the investigator,
should provide the subject or the subject's legally acceptable representative ample time and opportunity to inquire
about details of the trial and to decide whether or not to participate in the trial. All questions about the trial should
be answered to the satisfaction of the subject or the subject's legally acceptable representative.

4.8.8 Prior to a subject’s participation in the trial, the written informed consent form should be signed and
personally dated by the subject or by the subject's legally acceptable representative, and by the person who
conducted the informed consent discussion.

4.8.9 If a subject is unable to read or if a legally acceptable representative is unable to read, an impartial witness
should be present during the entire informed consent discussion. After the written informed consent form and any
other written information to be provided to subjects, is read and explained to the subject or the subject’s legally
acceptable representative, and after the subject or the subject’s legally acceptable representative has orally
consented to the subject’s participation in the trial and, if capable of doing so, has signed and personally dated the
informed consent form, the witness should sign and personally date the consent form. By signing the consent
form, the witness attests that the information in the consent form and any other written information was accurately
explained to, and apparently understood by, the subject or the subject's legally acceptable representative, and that
informed consent was freely given by the subject or the subject’s legally acceptable representative.

4.8.10 Both the informed consent discussion and the written informed consent form and any other written
information to be provided to subjects should include explanations of the following:

a) That the trial involves research.

b)  The purpose of the trial.

C) The trial treatment(s) and the probability for random assignment to each treatment.

d) The trial procedures to be followed, including all invasive procedures.

€) The subject's responsibilities.

f)  Those aspects of the trial that are experimental.

g) The reasonably foreseeable risks or inconveniences to the subject and, when applicable, to an
embryo, fetus, or nursing infant.

h)  The reasonably expected benefits. When there is no intended clinical benefit to the subject, the
subject should be made aware of this.

i) The alternative procedure(s) or course(s) of treatment that may be available to the subject, and
their important potential benefits and risks.

j)  The compensation and/or treatment available to the subject in the event of trial related injury.

k) The anticipated prorated payment, if any, to the subject for participating in the trial.

[)  The anticipated expenses, if any, to the subject for participating in the trial.

m) That the subject's participation in the trial is voluntary and that the subject may refuse to
participate or withdraw from the trial, at any time, without penalty or loss of benefits to which the
subject is otherwise entitled.

n) That the monitor(s), the auditor(s), the IRB/IEC, and the regulatory authority(ies) will be granted
direct access to the subject's original medical records for verification of clinical trial procedures
and/or data, without violating the confidentiality of the subject, to the extent permitted by the
applicable laws and regulations and that, by signing a written informed consent form, the subject
or the subject's legally acceptable representative is authorizing such access.

0) That records identifying the subject will be kept confidential and, to the extent permitted by the
applicable laws and/or regulations, will not be made publicly available. If the results of the trial
are published, the subject’s identity will remain confidential.

p) That the subject or the subject's legally acceptable representative will be informed in a timely
manner if information becomes available that may be relevant to the subject's willingness to
continue participation in the trial.

q) The person(s) to contact for further information regarding the trial and the rights of trial subjects,
and whom to contact in the event of trial-related injury.

r) The foreseeable circumstances and/or reasons under which the subject's participation in the trial
may be terminated.

S)  The expected duration of the subject's participation in the trial.

t) The approximate number of subjects involved in the trial.
4.8.11 Prior to participation in the trial, the subject or the subject's legally acceptable representative should receive
a copy of the signed and dated written informed consent form and any other written information provided to the
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subjects. During a subject’s participation in the trial, the subject or the subject’s legally acceptable representative
should receive a copy of the signed and dated consent form updates and a copy of any amendments to the written
information provided to subjects.
4.8.12 When a clinical trial (therapeutic or non-therapeutic) includes subjects who can only be enrolled in the trial
with the consent of the subject’s legally acceptable representative (e.g., minors, or patients with severe dementia),
the subject should be informed about the trial to the extent compatible with the subject’s understanding and, if
capable, the subject should sign and personally date the written informed consent.
4.8.13 Except as described in 4.8.14, a non-therapeutic trial (i.e. a trial in which there is no anticipated direct
clinical benefit to the subject), should be conducted in subjects who personally give consent and who sign and
date the written informed consent form.
4.8.14 Non-therapeutic trials may be conducted in subjects with consent of a legally acceptable representative
provided the following conditions are fulfilled:

a) The objectives of the trial cannot be met by means of a trial in subjects who can give informed

consent personally.

b) The foreseeable risks to the subjects are low.

C) The negative impact on the subject’s well-being is minimized and low.

d) The trial is not prohibited by law.

e) The approval/favourable opinion of the IRB/IEC is expressly sought on the inclusion of such

subjects, and the written approval/ favourable opinion covers this aspect.

Such trials, unless an exception is justified, should be conducted in patients having a disease or condition for
which the investigational product is intended. Subjects in these trials should be particularly closely monitored and
should be withdrawn if they appear to be unduly distressed.
4.8.15 In emergency situations, when prior consent of the subject is not possible, the consent of the subject's
legally acceptable representative, if present, should be requested. When prior consent of the subject is not possible,
and the subject’s legally acceptable representative is not available, enrolment of the subject should require
measures described in the protocol and/or elsewhere, with documented approval/favourable opinion by the
IRB/IEC, to protect the rights, safety and well-being of the subject and to ensure compliance with applicable
regulatory requirements. The subject or the subject's legally acceptable representative should be informed about
the trial as soon as possible and consent to continue and other consent as appropriate (see 4.8.10) should be
requested.

4.9 Records and Reports

4.9.1 The investigator should ensure the accuracy, completeness, legibility, and timeliness of the data reported to
the sponsor in the CRFs and in all required reports.

4.9.2 Data reported on the CRF, that are derived from source documents, should be consistent with the source
documents or the discrepancies should be explained.

4.9.3 Any change or correction to a CRF should be dated, initialed, and explained (if necessary) and should not
obscure the original entry (i.e. an audit trail should be maintained); this applies to both written and electronic
changes or corrections (see 5.18.4 (n)). Sponsors should provide guidance to investigators and/or the investigators'
designated representatives on making such corrections. Sponsors should have written procedures to assure that
changes or corrections in CRFs made by sponsor's designated representatives are documented, are necessary, and
are endorsed by the investigator. The investigator should retain records of the changes and corrections.

4.9.4 The investigator/institution should maintain the trial documents as specified in Essential Documents for the
Conduct of a Clinical Trial (see 8.) and as required by the applicable regulatory requirement(s). The
investigator/institution should take measures to prevent accidental or premature destruction of these documents.
4.9.5 Essential documents should be retained until at least 2 years after the last approval of a marketing
application in an ICH region and until there are no pending or contemplated marketing applications in an ICH
region or at least 2 years have elapsed since the formal discontinuation of clinical development of the
investigational product. These documents should be retained for a longer period however if required by the
applicable regulatory requirements or by an agreement with the sponsor. It is the responsibility of the sponsor to
inform the investigator/institution as to when these documents no longer need to be retained (see 5.5.12).

4.9.6 The financial aspects of the trial should be documented in an agreement between the sponsor and the
investigator/institution.

4.9.7 Upon request of the monitor, auditor, IRB/IEC, or regulatory authority, the investigator/institution should
make available for direct access all requested trial-related records.

4.10 Progress Reports

4.10.1 The investigator should submit written summaries of the trial status to the IRB/IEC annually, or more
frequently, if requested by the IRB/IEC.

4.10.2 The investigator should promptly provide written reports to the sponsor, the IRB/IEC (see 3.3.8) and,
where applicable, the institution on any changes significantly affecting the conduct of the trial, and/or increasing
the risk to subjects.
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4.11 Safety Reporting

4.11.1 All serious adverse events (SAEs) should be reported immediately to the sponsor except for those SAEs
that the protocol or other document (e.g., Investigator's Brochure) identifies as not needing immediate reporting.
The immediate reports should be followed promptly by detailed, written reports. The immediate and follow-up
reports should identify subjects by unique code numbers assigned to the trial subjects rather than by the subjects’
names, personal identification numbers, and/or addresses. The investigator should also comply with the applicable
regulatory requirement(s) related to the reporting of unexpected serious adverse drug reactions to the regulatory
authority(ies) and the IRB/IEC.

4.11.2 Adverse events and/or laboratory abnormalities identified in the protocol as critical to safety evaluations
should be reported to the sponsor according to the reporting requirements and within the time periods specified by
the sponsor in the protocol.

4.11.3 For reported deaths, the investigator should supply the sponsor and the IRB/IEC with an additional
requested information (e.g., autopsy reports and terminal medical reports).

4.12 Premature Termination or Suspension of a Trial

If the trial is prematurely terminated or suspended for any reason, the investigator/institution should promptly
inform the trial subjects, should assure appropriate therapy and follow-up for the subjects, and, where required by
the applicable regulatory requirement(s), should inform the regulatory authority(ies). In addition:

4.12.1 If the investigator terminates or suspends a trial without prior agreement of the sponsor, the investigator
should inform the institution where applicable, and the investigator/institution should promptly inform the sponsor
and the IRB/IEC, and should provide the sponsor and the IRB/IEC a detailed written explanation of the
termination or suspension.

4.12.2 If the sponsor terminates or suspends a trial (see 5.21), the investigator should promptly inform the
institution where applicable and the investigator/institution should promptly inform the IRB/IEC and provide the
IRB/IEC a detailed written explanation of the termination or suspension.

4.12.3 If the IRB/IEC terminates or suspends its approval/favourable opinion of a trial (see 3.1.2 and 3.3.9), the
investigator should inform the institution where applicable and the investigator/institution should promptly notify
the sponsor and provide the sponsor with a detailed written explanation of the termination or suspension.

4.13 Final Report(s) by Investigator

Upon completion of the trial, the investigator, where applicable, should inform the institution; the
investigator/institution should provide the IRB/IEC with a summary of the trial’s outcome, and the regulatory
authority(ies) with any reports required.

SPONSOR

5.1 Quality Assurance and Quality Control

5.1.1 The sponsor is responsible for implementing and maintaining quality assurance and quality control systems
with written SOPs to ensure that trials are conducted and data are generated, documented (recorded), and reported
in compliance with the protocol, GCP, and the applicable regulatory requirement(s).

5.1.2 The sponsor is responsible for securing agreement from all involved parties to ensure direct access (see 1.21)
to all trial related sites, source data/documents, and reports for the purpose of monitoring and auditing by the
sponsor, and inspection by domestic and foreign regulatory authorities.

5.1.3 Quality control should be applied to each stage of data handling to ensure that all data are reliable and have
been processed correctly.

5.1.4 Agreements, made by the sponsor with the investigator/institution and any other parties involved with the
clinical trial, should be in writing, as part of the protocol or in a separate agreement.

5.2 Contract Research Organization (CRO)

5.2.1 A sponsor may transfer any or all of the sponsor's trial-related duties and functions to a CRO, but the
ultimate responsibility for the quality and integrity of the trial data always resides with the sponsor. The CRO
should implement quality assurance and quality control.

5.2.2 Any trial-related duty and function that is transferred to and assumed by a CRO should be specified in
writing.

5.2.3 Any trial-related duties and functions not specifically transferred to and assumed by a CRO are retained by
the sponsor.

5.2.4 All references to a sponsor in this guideline also apply to a CRO to the extent that a CRO has assumed the
trial related duties and functions of a sponsor.

5.3 Medical Expertise
The sponsor should designate appropriately qualified medical personnel who will be readily available to advise on
trial related medical questions or problems. If necessary, outside consultant(s) may be appointed for this purpose.
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5.4 Trial Design

4.1 The sponsor should utilize qualified individuals (e.g. biostatisticians, clinical pharmacologists, and
physicians) as appropriate, throughout all stages of the trial process, from designing the protocol and CRFs and
planning the analyses to analyzing and preparing interim and final clinical trial reports.

5.4.2 For further guidance: Clinical Trial Protocol and Protocol Amendment(s) (see 6.), the ICH Guideline for
Structure and Content of Clinical Study Reports, and other appropriate ICH guidance on trial design, protocol and
conduct.

5.5 Trial Management, Data Handling, and Record Keeping

5.5.1 The sponsor should utilize appropriately qualified individuals to supervise the overall conduct of the trial, to
handle the data, to verify the data, to conduct the statistical analyses, and to prepare the trial reports.

5.5.2 The sponsor may consider establishing an independent data-monitoring committee (IDMC) to assess the
progress of a clinical trial, including the safety data and the critical efficacy endpoints at intervals, and to
recommend to the sponsor whether to continue, modify, or stop a trial. The IDMC should have written operating
procedures and maintain written records of all its meetings.

5.5.3 When using electronic trial data handling and/or remote electronic trial data systems, the sponsor should:

a) Ensure and document that the electronic data processing system(s) conforms to the sponsor’s
established requirements for completeness, accuracy, reliability, and consistent intended
performance (i.e. validation).

b) Maintains SOPs for using these systems.

C) Ensure that the systems are designed to permit data changes in such a way that the data changes
are documented and that there is no deletion of entered data (i.e. maintain an audit trail, data trail,
edit trail).

d) Maintain a security system that prevents unauthorized access to the data.

€) Maintain a list of the individuals who are authorized to make data changes (see 4.1.5 and 4.9.3).

f)  Maintain adequate backup of the data.

g) Safeguard the blinding, if any (e.g. maintain the blinding during data entry and processing).

5.5.4 If data are transformed during processing, it should always be possible to compare the original data and
observations with the processed data.

5.5.5 The sponsor should use an unambiguous subject identification code (see 1.58) that allows identification of
all the data reported for each subject.

5.5.6 The sponsor, or other owners of the data, should retain all of the sponsor-specific essential documents
pertaining to the trial (see 8. Essential Documents for the Conduct of a Clinical Trial).

5.5.7 The sponsor should retain all sponsor-specific essential documents in conformance with the applicable
regulatory requirement(s) of the country(ies) where the product is approved, and/or where the sponsor intends to
apply for approval(s).

5.5.8 If the sponsor discontinues the clinical development of an investigational product (i.e. for any or all
indications, routes of administration, or dosage forms), the sponsor should maintain all sponsor-specific essential
documents for at least 2 years after formal discontinuation or in conformance with the applicable regulatory
requirement(s).

5.5.9 If the sponsor discontinues the clinical development of an investigational product, the sponsor should notify
all the trial investigators/institutions and all the regulatory authorities.

5.5.10 Any transfer of ownership of the data should be reported to the appropriate authority(ies), as required by
the applicable regulatory requirement(s).

5.5.11 The sponsor specific essential documents should be retained until at least 2 years after the last approval of a
marketing application in an ICH region and until there are no pending or contemplated marketing applications in
an ICH region or at least 2 years have elapsed since the formal discontinuation of clinical development of the
investigational product. These documents should be retained for a longer period however if required by the
applicable regulatory requirement(s) or if needed by the sponsor.

5.5.12 The sponsor should inform the investigator(s)/institution(s) in writing of the need for record retention and
should notify the investigator(s)/institution(s) in writing when the trial related records are no longer needed.

5.6 Investigator Selection

5.6.1 The sponsor is responsible for selecting the investigator(s)/institution(s). Each investigator should be
qualified by training and experience and should have adequate resources (see 4.1, 4.2) to properly conduct the trial
for which the investigator is selected. If organization of a coordinating committee and/or selection of coordinating
investigator(s) are to be utilized in multicentre trials, their organization and/or selection are the sponsor's
responsibility.

5.6.2 Before entering an agreement with an investigator/institution to conduct a trial, the sponsor should provide
the investigator(s)/institution(s) with the protocol and an up-todate Investigator's Brochure, and should provide
sufficient time for the investigator/institution to review the protocol and the information provided.

5.6.3 The sponsor should obtain the investigator's/institution's agreement:
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(a) to conduct the trial in compliance with GCP, with the applicable regulatory requirement(s) (see
4.1.3), and with the protocol agreed to by the sponsor and given approval/favourable opinion by
the IRB/IEC (see 4.5.1);

(b) to comply with procedures for data recording/reporting;

(c) to permit monitoring, auditing and inspection (see 4.1.4) and

(d) to retain the trial related essential documents until the sponsor informs the investigator/institution
these documents are no longer needed (see 4.9.4 and 5.5.12). The sponsor and the
investigator/institution should sign the protocol, or an alternative document, to confirm this
agreement.

5.7 Allocation of Responsibilities
Prior to initiating a trial, the sponsor should define, establish, and allocate all trial-related duties and functions.

5.8 Compensation to Subjects and Investigators

5.8.1 If required by the applicable regulatory requirement(s), the sponsor should provide insurance or should
indemnify (legal and financial coverage) the investigator/the institution against claims arising from the trial, except
for claims that arise from malpractice and/or negligence.

5.8.2 The sponsor's policies and procedures should address the costs of treatment of trial subjects in the event of
trial-related injuries in accordance with the applicable regulatory requirement(s).

5.8.3 When trial subjects receive compensation, the method and manner of compensation should comply with
applicable regulatory requirement(s).

5.9 Financing
The financial aspects of the trial should be documented in an agreement between the sponsor and the
investigator/institution.

5.10 Notification/Submission to Regulatory Authority(ies)

Before initiating the clinical trial(s), the sponsor (or the sponsor and the investigator, if required by the applicable
regulatory requirement(s)) should submit any required application(s) to the appropriate authority(ies) for review,
acceptance, and/or permission (as required by the applicable regulatory requirement(s)) to begin the trial(s). Any
notification/submission should be dated and contain sufficient information to identify the protocol.

5.11 Confirmation of Review by IRB/IEC

5.11.1 The sponsor should obtain from the investigator/institution:
@) The name and address of the investigator's/institution’s IRB/IEC.

b) A statement obtained from the IRB/IEC that it is organized and operates according to GCP and the
applicable laws and regulations.

C) Documented IRB/IEC approval/favourable opinion and, if requested by the sponsor, a current
copy of protocol, written informed consent form(s) and any other written information to be
provided to subjects, subject recruiting procedures, and documents related to payments and
compensation available to the subjects, and any other documents that the IRB/IEC may have
requested.

5.11.2 If the IRB/IEC conditions its approval/favourable opinion upon change(s) in any aspect of the trial, such as
modification(s) of the protocol, written informed consent form and any other written information to be provided to
subjects, and/or other procedures, the sponsor should obtain from the investigator/institution a copy of the
modification(s) made and the date approval/favourable opinion was given by the IRB/IEC.

5.11.3 The sponsor should obtain from the investigator/institution documentation and dates of any IRB/IEC re-
approvals/re-evaluations with favourable opinion, and of any withdrawals or suspensions of approval/favourable
opinion.

5.12 Information on Investigational Product(s)

5.12.1 When planning trials, the sponsor should ensure that sufficient safety and efficacy data from nonclinical
studies and/or clinical trials are available to support human exposure by the route, at the dosages, for the duration,
and in the trial population to be studied.

5.12.2 The sponsor should update the Investigator's Brochure as significant new information becomes available
(see 7. Investigator's Brochure).
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5.13 Manufacturing, Packaging, Labelling, and Coding Investigational
Product(s)

5.13.1 The sponsor should ensure that the investigational product(s) (including active comparator(s) and placebo,
if applicable) is characterized as appropriate to the stage of development of the product(s), is manufactured in
accordance with any applicable GMP, and is coded and labelled in a manner that protects the blinding, if
applicable. In addition, the labelling should comply with applicable regulatory requirement(s).

5.13.2 The sponsor should determine, for the investigational product(s), acceptable storage temperatures, storage
conditions (e.g. protection from light), storage times, reconstitution fluids and procedures, and devices for product
infusion, if any. The sponsor should inform all involved parties (e.g. monitors, investigators, pharmacists, storage
managers) of these determinations.

5.13.3 The investigational product(s) should be packaged to prevent contamination and unacceptable deterioration
during transport and storage.

5.13.4 In blinded trials, the coding system for the investigational product(s) should include a mechanism that
permits rapid identification of the product(s) in case of a medical emergency, but does not permit undetectable
breaks of the blinding.

5.13.5 If significant formulation changes are made in the investigational or comparator product(s) during the
course of clinical development, the results of any additional studies of the formulated product(s) (e.g. stability,
dissolution rate, bioavailability) needed to assess whether these changes would significantly alter the
pharmacokinetic profile of the product should be available prior to the use of the new formulation in clinical trials.

5.14 Supplying and Handling Investigational Product(s)

5.14.1 The sponsor is responsible for supplying the investigator(s)/institution(s) with the investigational
product(s).

5.14.2 The sponsor should not supply an investigator/institution with the investigational product(s) until the
sponsor obtains all required documentation (e.g. approval/favourable opinion from IRB/IEC and regulatory
authority(ies)).

5.14.3 The sponsor should ensure that written procedures include instructions that the investigator/institution
should follow for the handling and storage of investigational product(s) for the trial and documentation thereof.
The procedures should address adequate and safe receipt, handling, storage, dispensing, retrieval of unused
product from subjects, and return of unused investigational product(s) to the sponsor (or alternative disposition if
authorized by the sponsor and in compliance with the applicable regulatory requirement(s)).

5.14.4 The sponsor should:

a) Ensure timely delivery of investigational product(s) to the investigator(s).

b) Maintain records that document shipment, receipt, disposition, return, and destruction of the
investigational product(s) (see 8. Essential Documents for the Conduct of a Clinical Trial).

C) Maintain a system for retrieving investigational products and documenting this retrieval (e.g. for
deficient product recall, reclaim after trial completion, expired product reclaim).
d) Maintain a system for the disposition of unused investigational product(s) and
for the documentation of this disposition.

5.14.5 The sponsor should:
a) Take steps to ensure that the investigational product(s) are stable over the period of use.

b) Maintain sufficient quantities of the investigational product(s) used in the trials to reconfirm
specifications, should this become necessary, and maintain records of batch sample analyses and
characteristics. To the extent stability permits, samples should be retained either until the analyses
of the trial data are complete or as required by the applicable regulatory requirement(s), whichever
represents the longer retention period.

5.15 Record Access

5.15.1 The sponsor should ensure that it is specified in the protocol or other written agreement that the
investigator(s)/institution(s) provide direct access to source data/documents for trial-related monitoring, audits,
IRB/IEC review, and regulatory inspection.

5.15.2 The sponsor should verify that each subject has consented, in writing, to direct access to his/her original
medical records for trial-related monitoring, audit, IRB/IEC review, and regulatory inspection.

5.16 Safety Information

5.16.1 The sponsor is responsible for the ongoing safety evaluation of the investigational product(s).

5.16.2 The sponsor should promptly notify all concerned investigator(s)/institution(s) and the regulatory
authority(ies) of findings that could affect adversely the safety of subjects, impact the conduct of the trial, or alter
the IRB/IEC's approval/favourable opinion to continue the trial.
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5.17 Adverse Drug Reaction Reporting

5.17.1 The sponsor should expedite the reporting to all concerned investigator(s)/institutions(s), to the
IRB(S)/IEC(S), where required, and to the regulatory authority(ies) of all adverse drug reactions (ADRs) that are
both serious and unexpected.

5.17.2 Such expedited reports should comply with the applicable regulatory requirement(s) and with the ICH
Guideline for Clinical Safety Data Management: Definitions and Standards for Expedited Reporting.

5.17.3 The sponsor should submit to the regulatory authority(ies) all safety updates and periodic reports, as
required by applicable regulatory requirement(s).

5.18 Monitoring
5.18.1 The purposes of trial monitoring are to verify that:

a) The rights and well-being of human subjects are protected.

b) The reported trial data are accurate, complete, and verifiable from source documents.

€) The conduct of the trial is in compliance with the currently approved protocol/amendment(s), with
GCP, and with the applicable regulatory requirement(s).

5.18.2 Selection and Qualifications of Monitors

a) Monitors should be appointed by the sponsor.

b) Monitors should be appropriately trained, and should have the scientific and/or clinical knowledge
needed to monitor the trial adequately. Monitors qualifications should be documented.

€) Monitors should be thoroughly familiar with the investigational product(s), the protocol, written
informed consent form and any other written information to be provided to subjects, the sponsors
SOPs, GCP, and the applicable regulatory requirement(s).

5.18.3 Extent and Nature of Monitoring

The sponsor should ensure that the trials are adequately monitored. The sponsor should determine the appropriate
extent and nature of monitoring. The determination of the extent and nature of monitoring should be based on
considerations such as the objective, purpose, design, complexity, blinding, size, and endpoints of the trial. In
general there is a need for on-site monitoring, before, during, and after the trial; however in exceptional
circumstances the sponsor may determine that central monitoring in conjunction with procedures such as
investigator’s training and meetings, and extensive written guidance can assure appropriate conduct of the trial in
accordance with GCP. Statistically controlled sampling may be an acceptable method for selecting the data to be
verified.

5.18.4 Monitor's Responsibilities

The monitor(s) in accordance with the sponsor’s requirements should ensure that the trial is conducted and
documented properly by carrying out the following activities when relevant and necessary to the trial and the trial
site:

a) Acting as the main line of communication between the sponsor and the investigator.

b) Verifying that the investigator has adequate qualifications and resources (see 4.1, 4.2, 5.6) and remain
adequate throughout the trial period, that facilities, including laboratories, equipment, and staff, are
adequate to safely and properly conduct the trial and remain adequate throughout the trial period.

c) Verifying, for the investigational product(s):

i) That storage times and conditions are acceptable, and that supplies are sufficient throughout the
trial.

ii) That the investigational product(s) are supplied only to subjects who are eligible to receive it and
at the protocol specified dose(s). iii) That subjects are provided with necessary instruction on
properly using, handling, storing, and returning the investigational product(s).

iv) That the receipt, use, and return of the investigational product(s) at the trial sites are
controlled and documented adequately.

V) That the disposition of unused investigational product(s) at the trial sites complies with
applicable regulatory requirement(s) and is in accordance with the sponsor.

d) Verifying that the investigator follows the approved protocol and all approved amendment(s), if any.

e) Verifying that written informed consent was obtained before each subject's participation in the trial.

f) Ensuring that the investigator receives the current Investigator's Brochure, all documents, and all trial
supplies needed to conduct the trial properly and to comply with the applicable regulatory requirement(s).

g) Ensuring that the investigator and the investigator's trial staff are adequately informed about the trial.

h) Verifying that the investigator and the investigator's trial staff are performing the specified trial functions,
in accordance with the protocol and any other written agreement between the sponsor and the
investigator/institution, and have not delegated these functions to unauthorized individuals.

i) Verifying that the investigator is enrolling only eligible subjects.

j)  Reporting the subject recruitment rate.
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k) Verifying that source documents and other trial records are accurate, complete, kept up-to-date and
maintained.

I) Verifying that the investigator provides all the required reports, notifications, applications, and
submissions, and that these documents are accurate, complete, timely, legible, dated, and identify the trial.

m) Checking the accuracy and completeness of the CRF entries, source documents and other trial-related
records against each other. The monitor specifically should verify that:

i)  The data required by the protocol are reported accurately on the CRFs and are consistent with the
source documents.

ii)  Any dose and/or therapy modifications are well documented for each of the trial subjects.

iii) Adverse events, concomitant medications and intercurrent illnesses are reported in accordance
with the protocol on the CRFs.

iv) Visits that the subjects fail to make, tests that are not conducted, and examinations that are not
performed are clearly reported as such on the CRFs.

v)  All withdrawals and dropouts of enrolled subjects from the trial are reported and explained on the
CREFs.

n) Informing the investigator of any CRF entry error, omission, or illegibility. The monitor should ensure
that appropriate corrections, additions, or deletions are made, dated, explained (if necessary), and initialed
by the investigator or by a member of the investigator's trial staff who is authorized to initial CRF changes
for the investigator. This authorization should be documented.

0) Determining whether all adverse events (AEs) are appropriately reported within the time periods required
by GCP, the protocol, the IRB/IEC, the sponsor, and the applicable regulatory requirement(s).

p) Determining whether the investigator is maintaining the essential documents (see 8. Essential Documents
for the Conduct of a Clinical Trial).

q) Communicating deviations from the protocol, SOPs, GCP, and the applicable regulatory
requirements to the investigator and taking appropriate action designed to prevent recurrence of the
detected deviations.

5.18.5  Monitoring Procedures

The monitor(s) should follow the sponsor’s established written SOPs as well as those procedures that are specified

by the sponsor for monitoring a specific trial.

5.18.6 Monitoring Report

a)  The monitor should submit a written report to the sponsor after each trial-site visit or trial-related
communication.

b)  Reports should include the date, site, name of the monitor, and name of the investigator or other
individual(s) contacted.

C) Reports should include a summary of what the monitor reviewed and the monitor's statements
concerning the significant findings/facts, deviations and deficiencies, conclusions, actions taken or
to be taken and/or actions recommended to secure compliance.

d)  The review and follow-up of the monitoring report with the sponsor should be documented by the
sponsor’s designated representative.

5.19 Audit

If or when sponsors perform audits, as part of implementing quality assurance, they should consider:

5.19.1 Purpose

The purpose of a sponsor's audit, which is independent of and separate from routine monitoring or quality control
functions, should be to evaluate trial conduct and compliance with the protocol, SOPs, GCP, and the applicable
regulatory requirements.

5.19.2 Selection and Qualification of Auditors

a) The sponsor should appoint individuals, who are independent of the clinical trials/systems, to
conduct audits.

b)  The sponsor should ensure that the auditors are qualified by training and experience to conduct
audits properly. An auditor’s qualifications should be documented.

5.19.3 Auditing Procedures

a) The sponsor should ensure that the auditing of clinical trials/systems is conducted in accordance
with the sponsor's written procedures on what to audit, how to audit, the frequency of audits, and
the form and content of audit reports.

b)  The sponsor's audit plan and procedures for a trial audit should be guided by the importance of the
trial to submissions to regulatory authorities, the number of subjects in the trial, the type and
complexity of the trial, the level of risks to the trial subjects, and any identified problem(s).

€) The observations and findings of the auditor(s) should be documented.

d)  To preserve the independence and value of the audit function, the regulatory authority(ies) should
not routinely request the audit reports. Regulatory authority(ies) may seek access to an audit report
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on a case by case basis when evidence of serious GCP non-compliance exists, or in the course of
legal proceedings.

€)  When required by applicable law or regulation, the sponsor should provide an audit certificate.

5.20 Noncompliance

5.20.1 Noncompliance with the protocol, SOPs, GCP, and/or applicable regulatory requirement(s) by an
investigator/institution, or by member(s) of the sponsor's staff should lead to prompt action by the sponsor to
secure compliance.

5.20.2 If the monitoring and/or auditing identifies serious and/or persistent noncompliance on the part of an
investigator/institution, the sponsor should terminate the investigator's/institution’s participation in the trial. When
an investigator's/institution’s participation is terminated because of noncompliance, the sponsor should notify
promptly the regulatory authority(ies).

5.21 Premature Termination or Suspension of a Trial

If a trial is prematurely terminated or suspended, the sponsor should promptly inform the
investigators/institutions, and the regulatory authority(ies) of the termination or suspension and the reason(s) for
the termination or suspension. The IRB/IEC should also be informed promptly and provided the reason(s) for the
termination or suspension by the sponsor or by the investigator/institution, as specified by the applicable
regulatory requirement(s).

5.22 Clinical Trial/Study Reports

Whether the trial is completed or prematurely terminated, the sponsor should ensure that the clinical trial reports
are prepared and provided to the regulatory agency(ies) as required by the applicable regulatory requirement(s).
The sponsor should also ensure that the clinical trial reports in marketing applications meet the standards of the
ICH Guideline for Structure and Content of Clinical Study Reports. (NOTE: The ICH Guideline for Structure and
Content of Clinical Study

Reports specifies that abbreviated study reports may be acceptable in certain cases.)

5.23 Multicentre Trials

For multicentre trials, the sponsor should ensure that:

5.23.1 All investigators conduct the trial in strict compliance with the protocol agreed to by the sponsor and, if
required, by the regulatory authority(ies), and given approval/favourable opinion by the IRB/IEC.

5.23.2 The CRFs are designed to capture the required data at all multicentre trial sites. For those investigators who
are collecting additional data, supplemental CRFs should also be provided that are designed to capture the
additional data.

5.23.3 The responsibilities of coordinating investigator(s) and the other participating investigators are documented
prior to the start of the trial.

5.23.4 All investigators are given instructions on following the protocol, on complying with a uniform set of
standards for the assessment of clinical and laboratory findings, and on completing the CRFs.

2.23.5  Communication between investigators is facilitated.

CLINICAL TRIAL PROTOCOL AND PROTOCOL
AMENDMENT(S)

The contents of a trial protocol should generally include the following topics. However, site specific information

may be provided on separate protocol page(s), or addressed in a separate agreement, and some of the information
listed below may be contained in other protocol referenced documents, such as an Investigator’s Brochure.

6.1 General Information

6.1.1 Protocol title, protocol identifying number, and date. Any amendment(s) should also bear the amendment
number(s) and date(s).

6.1.2 Name and address of the sponsor and monitor (if other than the sponsor).

6.1.3 Name and title of the person(s) authorized to sign the protocol and the protocol amendment(s) for the
Sponsor.

6.1.4 Name, title, address, and telephone number(s) of the sponsor's medical expert (or dentist when appropriate)
for the trial.

6.1.5 Name and title of the investigator(s) who is (are) responsible for conducting the trial, and the address and
telephone number(s) of the trial site(s).

6.1.6 Name, title, address, and telephone number(s) of the qualified physician (or dentist, if applicable), who is
responsible for all trial-site related medical (or dental) decisions (if other than investigator).

6.1.7 Name(s) and address(es) of the clinical laboratory(ies) and other medical and/or technical department(s)
and/or institutions involved in the trial.
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6.2 Background Information

6.2.1 Name and description of the investigational product(s).

6.2.2 A summary of findings from nonclinical studies that potentially have clinical significance and from clinical
trials that are relevant to the trial.

6.2.3 Summary of the known and potential risks and benefits, if any, to human subjects.

6.2.4 Description of and justification for the route of administration, dosage, dosage regimen, and treatment
period(s).

6.2.5 A statement that the trial will be conducted in compliance with the protocol, GCP and the applicable
regulatory requirement(s).

6.2.6 Description of the population to be studied.

6.2.7 References to literature and data that are relevant to the trial, and that provide background for the trial.

6.3 Trial Objectives and Purpose
A detailed description of the objectives and the purpose of the trial.

6.4 Trial Design
The scientific integrity of the trial and the credibility of the data from the trial depend substantially on the trial
design. A description of the trial design, should include:
6.4.1 A specific statement of the primary endpoints and the secondary endpoints, if any, to be measured during the
trial.
6.4.2 A description of the type/design of trial to be conducted (e.g. double-blind, placebo-controlled, parallel
design) and a schematic diagram of trial design, procedures and stages.
6.4.3 A description of the measures taken to minimize/avoid bias, including:

a) Randomization.

b)  Blinding.
6.4.4 A description of the trial treatment(s) and the dosage and dosage regimen of the investigational product(s).
Also include a description of the dosage form, packaging, and labelling of the investigational product(s).
6.4.5 The expected duration of subject participation, and a description of the sequence and duration of all trial
periods, including follow-up, if any.
6.4.6 A description of the "stopping rules" or "discontinuation criteria" for individual subjects, parts of trial and
entire trial.
6.4.7 Accountability procedures for the investigational product(s), including the placebo(s) and comparator(s), if
any.
6.4.8 Maintenance of trial treatment randomization codes and procedures for breaking codes.
6.4.9 The identification of any data to be recorded directly on the CRFs (i.e. no prior written or electronic record
of data), and to be considered to be source data.

6.5 Selection and Withdrawal of Subjects
6.5.1 Subject inclusion criteria.
6.5.2 Subject exclusion criteria.
6.5.3 Subject withdrawal criteria (i.e. terminating investigational product treatment/trial treatment) and procedures
specifying:
a)  When and how to withdraw subjects from the trial/ investigational product treatment.
b)  The type and timing of the data to be collected for withdrawn subjects.
€)  Whether and how subjects are to be replaced.
d)  The follow-up for subjects withdrawn from investigational product treatment/trial treatment.

6.6 Treatment of Subjects

6.6.1 The treatment(s) to be administered, including the name(s) of all the product(s), the dose(s), the dosing
schedule(s), the route/mode(s) of administration, and the treatment period(s), including the follow-up period(s) for
subjects for each investigational product treatment/trial treatment group/arm of the trial.

6.6.2 Medication(s)/treatment(s) permitted (including rescue medication) and not permitted before and/or during
the trial.

6.6.3 Procedures for monitoring subject compliance.

6.7 Assessment of Efficacy
6.7.1 Specification of the efficacy parameters.
6.7.2 Methods and timing for assessing, recording, and analyzing of efficacy parameters.

6.8 Assessment of Safety

6.8.1 Specification of safety parameters.

6.8.2 The methods and timing for assessing, recording, and analyzing safety parameters.

6.8.3 Procedures for eliciting reports of and for recording and reporting adverse event and intercurrent illnesses.
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6.8.4 The type and duration of the follow-up of subjects after adverse events.

6.9 Statistics

6.9.1 A description of the statistical methods to be employed, including timing of any planned interim
analysis(ses).

6.9.2 The number of subjects planned to be enrolled. In multicentre trials, the numbers of enrolled subjects
projected for each trial site should be specified. Reason for choice of sample size, including reflections on (or
calculations of) the power of the trial and clinical justification.

6.9.3 The level of significance to be used.

6.9.4 Criteria for the termination of the trial.

6.9.5 Procedure for accounting for missing, unused, and spurious data.

6.9.6 Procedures for reporting any deviation(s) from the original statistical plan (any deviation(s) from the original
statistical plan should be described and justified in protocol and/or in the final report, as appropriate).

6.9.7 The selection of subjects to be included in the analyses (e.g. all randomized subjects, all dosed subjects, all
eligible subjects, evaluable subjects).

6.10 Direct Access to Source Data/Documents

The sponsor should ensure that it is specified in the protocol or other written agreement that the
investigator(s)/institution(s) will permit trial-related monitoring, audits, IRB/IEC review, and regulatory
inspection(s), providing direct access to source data/documents.

6.11 Quality Control and Quality Assurance

6.12 Ethics
Description of ethical considerations relating to the trial.

6.13 Data Handling and Record Keeping

6.14 Financing and Insurance
Financing and insurance if not addressed in a separate agreement.

6.15 Publication Policy
Publication policy, if not addressed in a separate agreement.

6.16 Supplements
(NOTE: Since the protocol and the clinical trial/study report are closely related, further relevant information can
be found in the ICH Guideline for Structure and Content of Clinical Study Reports.)

INVESTIGATOR’S BROCHURE

7.1 Introduction

The Investigator's Brochure (IB) is a compilation of the clinical and nonclinical data on the investigational
product(s) that are relevant to the study of the product(s) in human subjects. Its purpose is to provide the
investigators and others involved in the trial with the information to facilitate their understanding of the rationale
for, and their compliance with, many key features of the protocol, such as the dose, dose frequency/interval,
methods of administration: and safety monitoring procedures. The IB also provides insight to support the clinical
management of the study subjects during the course of the clinical trial. The information should be presented in a
concise, simple, objective, balanced, and non-promotional form that enables a clinician, or potential investigator,
to understand it and make his/her own unbiased risk-benefit assessment of the appropriateness of the proposed
trial. For this reason, a medically qualified person should generally participate in the editing of an IB, but the
contents of the IB should be approved by the disciplines that generated the described data.

This guideline delineates the minimum information that should be included in an 1B and provides suggestions for
its layout. It is expected that the type and extent of information available will vary with the stage of development
of the investigational product. If the investigational product is marketed and its pharmacology is widely
understood by medical practitioners, an extensive IB may not be necessary. Where permitted by regulatory
authorities, a basic product information brochure, package leaflet, or labelling may be an appropriate alternative,
provided that it includes current, comprehensive, and detailed information on all aspects of the investigational
product that might be of importance to the investigator. If a marketed product is being studied for a new use (i.e.,
a new indication), an IB specific to that new use should be prepared. The IB should be reviewed at least annually
and revised as necessary in compliance with a sponsor's written procedures. More frequent revision may be
appropriate depending on the stage of development and the generation of relevant new information. However, in
accordance with Good Clinical Practice, relevant new information may be so important that it should be
communicated to the investigators, and possibly to the Institutional Review Boards (IRBs)/Independent Ethics
Committees (IECs) and/or regulatory authorities before it is included in a revised IB.
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