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Abreviaturas

ABREVIATURAS

Lista de abreviaciones utilizadas en esta tesis

Cmax: Concentracién maxima.

CFO: Cantidad de farmaco en el organismo.

CME: Concentracion minima eficaz.

CMT: Concentracion maxima tolerada.

CP: Concentracion plasmatica.

CRD: Cuaderno de recogida de datos.

DM: “Data Management”.

ECC: Ensayo Clinico Controlado.

ICH: International Clinical Harmonization.

IMLM: Interfaz de usuario para modelos lineares mixtos.

Intervalos BCa: Intervalos de confianza basados en remuestreo bootstrap.
ITT: Intencion de tratar.

IVV: Verificacion y validacion independiente.

-LL: -2 Log Verosimilitud.

MECG: Modelizacion de ensayo clinico genérico.

PD: Farmacodinamia.

PK: Farmacocinética.

PP: Por protocolo.

PVMCBYV: Prueba de verificacion del modelo computacional basada en la verosimilitud.
tmax: Tiempo necesario para que se alcance Cpax.

t1/2 : Semivida de eliminacion.

TPA: Todos los pacientes aleatorizados.

VMCBP: Verificacion del modelo computacional basado en parametros y significacion
estadistica de las réplicas de simulacion.

VVA: Validacion, Verificacion y Acreditacion.

NOTA:

Para las féormulas numéricas utilizadas en este trabajo, se ha utilizado como
signo decimal la coma. En las férmulas que se presentan se ha utilizado la
notacion habitual del programa de edicion matematica MathType® 5 (Design

Science Inc.).
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Abstract

ABSTRACT

The possibility of performing complete simulations of clinical trials, based on
pharmacological action models, has been considered since the advent of the
computer era, as a tool to optimise their practical realisation. Thanks to the
advances in computation technology and in discrete event simulation tools,
today it is possible to perform realistic, large-scale clinical trial simulations in a

regular basis using suitable tools of simulation.

In this doctoral research, we illustrate the process of constructing realistic
simulation models using SAS and the LeanSim framework. LeanSim is an
object-oriented general purpose simulation tool, developed in C/C++, with a
process-interaction modelling approach. These characteristics of LeanSim make

it very flexible, facilitating its adaptation to simulate clinical trials.

Some clinical trials were simulated, retrospectively and prospectively, and a
methodology to construct models of clinical trials and to simulate, validate and
verify statistically them was established. A second part of this project was
centred on the statistical and data analysis facets of model validation and
verification, based on the percentual variation of likelihood criteria comparing
the conceptual model and the simulation replications. Also new data
management software, “Hipocrates”, was developed to assure the quality of

data in clinical trials.
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