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Que fem?

* Avaluacio projectes de recerca

— Etics
— Legals
— Metodologics

* Protocol + investigadors + aspectes locals



Com ho fem?

Autonomia

- Consentiment informat
- Confidencialitat

No maleficiencia/beneficiéncia

- Relacio benefici/risc
- Validesa cientifica
- Equip investigador

Justicia
- Criteris elegibilitat
- Proteccio poblacié vulnerable
- Compensacio per danys



Protocol # Realitat



Seguiment

Del protocol .... ala publicacio



2316 REAL DECRETO 223/2004, de 6 de febrero,
por el que se regulan los ensayos clinicos con
medicamentos.

Articulo 10. _ Funciones de los Comités Eticos de Inves-
tigacion Clinica.

Los Comités Eticos de Investigacion Clinica desem-
penaran las siguientes funciones:

a) Evaluarlos aspectos metodologicos, éticos y lega-
les de los ensayos clinicos que les sean remitidos, de
conformidad con lo establecido en la seccion 2.7 del
capitulo IV.

b) Evaluar las modificaciones relevantes de los ensa-
yos clinicos autorizados.

c) Realizar un seguimiento del ensayo, desde su ini-
cio hasta la recepcion del informe final.

DEPARTAMENT
DE SALUT

DECRET

40620006, de 24 d octuibre, pel gual es regulen els
requisits i el procediment d acreditacic dels co-
mités d'ética d'investigacio clinica.

Article 4
Missio i funcions dels comites

4.1 Elscomités d’etica d'investigacio clinica
tenen com a missio vetllar per la proteccio dels
drets, seguretat 1 benestar dels éssers humans
que participen en projectes de recerca que els
puguin comportar algun risc fisic o psicologic i
donar-ne garantia piblica, avaluant la correc-
cid metodologica, etica i legal d’aquests projectes
i fent el seguiment de la seva realitzacié en els
centres inclosos en el seu ambit d’actuacio.
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WAAA

WMA Declaration of Helsinki - Ethical
Principles for Medical Research Involving
Human Subjects

The committee must have the right to monitor ongoing studies. The researcher
must provide monitoring information to the committee, especially information about
any serious adverse events. No amendment to the protocol may be made without
consideration and approval by the committee. After the end of the study, the
researchers must submit a final report to the committee containing a summary of the
study’s findings and conclusions.

All medical research subjects should be given the option of being informed
about the general outcome and results of the study.



Enrelment

Analysis Follow-up Allocation

Assessed for eligibility (n=...)

Y

Excluded (n=...):
Not meeting inclusion criteria (n=...)
Declined to participate (n=...)
Other reasons (A=...)

Randomised (n=...)

'

Allocated to intervention (n=...):
Received allocated intervention (n=...)
Did not receive allocated intervention (give

.

Allocated to intervention (n=...):
Received allocated intervention (n=...)
Did not receive allocated intervention (give

reasons) (n=...)
'

Lost to follow-up (give reasons) (n=...)
Discontinued intervention (give reasons) (n=...)

reasons) (n=...)
}

Lost to follow-up (give reasons) (n=...)
Discontinued intervention (give reasons) (n=...)

Analysed (n=...):
Excluded from analysis (give reasons) (n=...)

Analysed (n=...):
Excluded from analysis (give reasons) (n=...

Fig 1| Flow diagram of the progress through the phases of a parallelrandomised trial of two
groups (that is, enrolment, intervention allocation, follow-up, and data analysis)****




CDBIINF2011)2
Estrasburgo, a ¥ de febrero de 2011

El Comité Director de la Bioética
{CDBI)

Guia para los Miembros de los Comités de Etica de Investigacion

Figura 5.1 Funciones de los CEls en el proceso de investigacion

Antes de comenzar la Después de que la
investigacion investigacion haya
comenzado
Fase de Planificacion, Revision Desarrollo Finde la
investigacion disefio del investigacion
proyecto
Funciones Proporcionar | Evaluacion Seguimiento | Revisar los
informaciona | eticade la del proyecto informes de
los propuesta de | de los
investigadores | investigacion | investigacion | investigado-
*, cuando sea en aspectos res”
necesario eticos
concretos;
posible
reevaluacion




European Textbook

- = Besides their primary duty of the ethical review of
0 n Eth 'CS I n R eS ea rc h research, research ethics committees often have other
responsibilities related to their role as regulators of
research. As noted above this may involve monitoring
research, which can be carried out in a variety of ways

such as requiring reports at regular intervals or at the
end of a project, or even in some cases by carrying out

EUROPEAN Eumpe an Science ad hoc inspections or audits of research. Likewise, they

COMMISSION Research Area in 50£iew are typically notified of adverse reactions and may have
the responsibility of deciding whether a trial ought to

be terminated or continued in the light of these reac

tions. These roles are typically remit-dependent and
vary from country to country. (‘)

Research ethics committees might also have obligations
to be vigilant for signs of fraud and scientific miscon-
duct.(*") However, their powers to detect departures
from an approved protocol are likely to be limited and
resource dependent. Often scientific misconduct
occurs after research has been conducted, and it would
be rare for a research ethics committee to have any
powers to intervene at that stage.



Al protocol .....seguiment

ReseaArRcH AND REpORTING METHODS

Annals of Internal Medicine

SPIRIT 2013 Statement: Defining Standard Protocol Items for

Clinical Trials

Ethlcs and dissemination
Research ethics approval
Protocol amendments

Consent or assent

Confidentiality

Declaration of interests
Access to data

Ancillary and post-trial
care

Dissemination policy

Appendices
Informed consent
materials
Biclogical specimens

24
25

26a

26b

27

28
29

30

31a

31b
31c

32

33

Plans for seeking REC/IRB approval

Plans for communicating important protocol modifications (e.g., changes to eligibility criteria, outcomes, analyses) to
relevant parties (e.g., investigators, RECs/IRBs, trial participants, trial registries, journals, regulators)

Who will obtain informed consent or assent from potential trial participants or authorized surrogates, and how (see
item 32)

Additional consent provisions for collection and use of participant data and biclogical specimens in ancillary studies, if
applicable

How personal information about potential and enrolled participants will be collected, shared, and maintained in order
to protect confidentiality before, during, and after the trial

Financial and other competing interests for principal investigators for the overall trial and each study site

Statement of who will have access to the final frial data set, and disclosure of contractual agreements that limit such
access for investigators

Provisions, If any, for ancillary and post-trial care, and for compensation to those who suffer harm from trial
participation

Plans for investigators and sponsor to communicate trial results to participants, health care professionals, the public,
and other relevant groups (e.g., via publication, reporting in results databases, or other data-sharing arrangements),
including any publication restrictions

Authorship eligibility guidelines and any intended use of professional writers

Plans, if any, for granting public access to the full protocol, participant-level data set, and statistical code

Maodel consent form and other related documentation given to participants and authorized surrogates

Plans for collection, laboratory evaluation, and storage of biological specimens for genetic or molecular analysis in the
current trial and for future use in ancillary studies, if applicable




A la publicacio ... seguiment

CONSORT 2010 Explanation and Elaboration: updated
guidelines for reporting parallel group randomised trials

Table 1| CONSORT 2010 checklist of information to include when reporting a randomised trial*

Section/Topic ItemNo  Checklistitem Reported on page No
Title and abstract
1a |dentification as a randomised trial in the title
1b Structured summary of trial design, methods, results, and conclusions (for specific guidance see CONSORT for

abstracts®* %)

Introduction

Background and objectives 2a Scientific background and explanation of rationale
2b Specific objectives or hypotheses
Methods
Trial design 3a Description of trial design (such as parallel, factorial) including allocation ratio
3b Important changes to methods after trial commencement (such as eligibility criteria), with reasons
Participants 43 Eligibility criteria for participants
4b Settings and locationswhere the data were collected
Interventions 5 The interventions for each group with sufficient details to allow replication, including how and when they were actually
administered
Qutcomes 6a Completely defined pre-specified primary and secondary outcome measures, including how and when they were
assessed
&b Any changes totrial outcomes afterthe trial commenced, with reasons
Sample size 7a How sample sizewas determined
7b When applicable, explanation of any interim analyses and stopping guidelines




Biomedical research: increasing value, reducing waste

Are research decisions Appropriate research Efficient resaarch Fully accessible research Unbiased and
based on guestions design, methods, raguilation information? usable research reports?
relevant to users and analkysis? and management?
of research?
= Lo prioity questions = Adequate staps to = Complicit with othear = More than 50% of studies = More than 30% of trial
addressad reduce bias not taken in soamces of waste never fully reported interventions not
» Important outcomss mesre than 50% of studies and inefficiancy » Biasad undar-raporting sufficienthy described
ot assassed = Inadequate statistical = Disproportionate to the of studieswith » More than 50% of
= More than 50% studies poeT risks of research disappointing results planned study cutcomes
designed without = Inadaquate replication = Reguilatory and » Biasad reporting of data not reported
reference to systematic of initial findings management processss within studies = Most new research mot
reviews of existing are burdensome and interprated in the
avidence inconsistent context of systematic
assessment of other
relevant evidence
o e - e e
Researchwaste

Figure: Avoidable waste or inefficiency in biomedical research

www.thelancet.com Vol 383 Janwary 11, 2014

k



@ k% M Research: increasing value, reducing waste 3

Increasing value and reducing waste in biomedical research
regulation and management

Rustam Al-5hahi Salman, Elaine Beller, Jonathan Kagan, EHina Hemminki, Robert 5 Phillips, Julian Savulescu, Malcolm Macleod, Janet Wisely,
lain Chalmers

Panel 2: Features that research regulation and review should require

+  Show evidence, by reference to systematic reviews of relevant existing research evidence,
that proposed additional research will address important continuing uncertainties

» Proportionate assessment of applications and comparison of potential benefits with any
harm emvisaged for research participants, additional to whatever would be expected
during the health care that they would otherwise receive

= Potential research participants should be given, at the time of recruitment, a summary
of existing evidence from systematic reviews (induding, but not restricted to,
evidence from clinical trials) about the possible risks and benefits of their
partidipation, which is tailored to the nature and context of their illness

» Potential participants to be free to consent to research entailing reasonable, but more
than minimal, risk (in some circumstances, even when consent cannot be obtained,
such as in emengendies)

+ Support for opt-out systems (o, in some rare drcomstances, non-consensual
systems) for collection of deidentified data from medical records, blood samples, and
discarded tissue

« Registration of protocols for dinical trials in the public domain at trial inception

» Researchers, research funders, and research institutions to make their protocols and
research results publicly accessible

»  Provision, for every particpant whowishes to receive them, of reports of results
{including treatment received) and future available cptions

« Audit by research ethics services and other regulators of the conduct of research and
reporting of results

+  Approprate andomised evaluaticns of research regulation and management strategies




Investigacion clinica y bioetica

Analisis descriptivo de los hallazgos en auditorias
de ensayos clinicos (2001-2007)

Descriptive analysis of audit findings in clinical trials (2001-2007)

Ana Aldea®P®**, Juan Francisco Tosca ¢, Emesto Vera y Carmen Tristan ¢

# reccion General de Farmaocia, Servicdo Canario de Salud, Hospiral Universitario de Canarias, Tenerife, Esparia

" Unidad Central de Apoyo a la Investizaddn Clinica v Ensayes Clnicos, Consorcio de Apoyo a la Investigacién Biomédica En Red (CAIBER), Madrid, Esparia

 Inspecdon de Servicios Sanitarios, Conseleria de Sanitar, Valencia, Espang

9 Servidio de Inspeccion de Buena Practica Clinica, Agenda Espafiola de Medicamentos v Productos Sanitarios, Madrid, Espafia

Tabla 2
Hallazgos de inspecaones en EE. UL, Japin v Espaiia

Desviaciones EE. UL {1997), Japon {1997-1999), Japon (2002-2003), Espaiia (2002-2007)
Saito et al® Saito et aP* Saito et al>*
M. de inspecciones con hallargos, %

Falta de adherenda al protocolo 25 14,7 482 364

Falta de datos/mala recogida de datos en CRD 20 43,6 16 454

Consentmiento informado 21 1.8 47 227

Contabilidad inadecuada de medicdin 13 47 12 T

Problemas relacionades con el archive MD 11,1 175 50

Falta de listade de investigadores col aborador s MD 41 N 50

Falta en archivo de informes favorables del CEIC de enmiendas MND 24 ND 225

CEIC: Comiti Etico de Investigacion Clinica; CRD: cuaderno de recogida de datos: ND: no disponible.



..... Com ho fem en el seqguiment?

Autonomia
- Consentiment informat
- Confidencialitat

No maleficiencia/beneficiéncia

- Relacid benefici/risc
- Validesa cientifica
- Equip investigador

Justicia

- Criteris elegibilitat
- Protecci6 poblacio vulnerable

- Compensacio per danys



MEMORIA CEIC
HOSPITAL UNIVERSITARI

DE BELLVITGE

ANY 2014

L’'Hospitalet de Llobregat

(Barcelona)

Hospital Universitari de Bellvitge
Comité Etic d'Investigacio Clinica (CEIC)

Nom centre AC ICPS | EPA| MB | AINV | ALTRES|| TOTAL
Hospital Universitar de Elell\»"rtc;:e1 78 & 55 55 3 128 325
Institut Catala d'Oncologia L'Hospitalet (1ICO) 85 4 7 53 46 195
:T;}E:;t iur;veangaem Biomedica de Bellviige ; - . c4
Hospital de Viladecans 1 3 4 8
Hospital d'lgualada 1 1 1 5 8
Hospital Comarcal de I'Alt Penedes 1 1
Biobanc HUB-ICO-IDIBELL 18 18
Fundacio Sociosanitaria de Barcelona 1 1
TOTALY | 166 12 66 185 3 188 620
Taula Il

1 Inclou la Unitat docent Universitat de Barcelona (UB) Campus Bellvitge.

2  Centre no sanitan

3 Segons la nota informativa de la Direccid General de Recursos Sanitaris, si un projecte de recerca s'ha dut a
ferme en diferents cenires, s'ha computat per a cadascun dels cenfres. La quantitat real de proposies és de 612.




|‘I|| Be"VIt € {l]:[-: Generalitat de Catalunya
HDSplTa| Unwerqfraﬂ i Departament de Salut

(r‘l

PROCEDIMIENTOS NORMALIZADOS DE TRABAJO
CEIC HOSPITAL UNIVERSITARI DE BELLVITGE

Version de fecha 22/03/12



Que fem de seguiment al ceic HUB?

Revisié esmenes rellevants al protocol
Revisio dades de seguretat:
— Informes de seguretat ad-hoc
— SAE centre
— Informes seguretat
Desviacions de protocol
Aturades prematures
Altres:
— Seguiment polisses assegurances
— Formacio BPC
— Informes anuals/ Informes finals
— Data inclusio primer pacient



2014

Notificacions TOTALS al sistema

Informacio del ceic 4019
— Esmenes 652
— Seqguretat ad hoc 30
— Desviacions de protocols 53
— Aturades prematures 31

2316 REAL DECRETO 223/2004, de 6 de febrero,
por el que se regulan los ensayos clinicos con
medicamentos.



Esmenes rellevants

Rellevant: Que afecta la validesa estudi o seguretat del pacient

Tipus de projecte d’investigacio biomedica Num. de esmenes rellevants
P proj g avaluades I'any 2014
. ________________________|
Assaigs clinics amb medicaments i'o producte sanitari 598
Estudis postautoritzacio observacionals amb medicaments 16
Altres projectes dlinvestigacio i projectes de recerca amb ag
mostres biolégigues d'origen huma
Total 652

Taula VI



Seguretat

« SUSAR | RAGI
* Informacio de seguretat ad-hoc

* Informes de seguretat anuals



Desviacions protocols

« Classificacio | notificacio segons AEMPS

* Poc descrits a les publicacions



Sweoetnan and Doig Wrials 2011, 12214
ettty trilsio. Loy =Nt 1201/2148
A — \R TRIALS

RESEARCH Open Acoess

Failure to report protocol violations in clinical
trials: a threat to internal validity?

Hizabeth A Sweetman and Gordon S Daig ™

Table 4 Protocol violation reporting and protocol violation frequency.

Protocol Viclation Type Percent (number) of trials Proportion of Enrolled Participants with PVs
Median (range)
Caleulated from trials with Explicit Reporting

Enrolment PVs
Explicit reporting 125% (10/80) 0.8% (16% to 9.1%)
Incomplete reparting 8.8% (7/800
Absent 788% (63/80)

Randomisation PVs
Explicit reporting 8.8 (7/800 0.7 (0.04% to 7.79%)
Incomplete reparting 1.3% (1/80)
Absent 900% (72/80)

Study Intervention PVs
Explicit reporting 21286 (17/80) 1.3% (0% to 13.2%)
Incomplete reparting 21.29% (17/80)
Absent 57.5% (45/B0)

Fatient compliance Pvs
Explicit reporting 47 5% (38/80) 7% (0.2% to B79b)
Incomplete reparting 2500 (20/80)
Absent 27.5% (22/80)

Data Collection PVs
Explicit reporting 213% (17/80) 1.79% (0.0% to 16.1%)
Incomplete reparting 18.8% (15/80)
Absent 60.0% (48/80)

Abbreviations: PV - protocol violations.



Aturades prematures

2316 REAL DECRETO 223/2004, de 6 de febrero,
por el que se regulan los ensayos clinicos con
medicamentos.

2. En caso de terminacion anticipada, en el plazo
de 15 dias el promotor remitira a la Agencla Espanola
de Medicamentos y Productos Sanitarios y a los Comites
Eticos de Investigacion Clinica implicados un informe
que Incluya los datos obtenidos hasta el momento de
su conclusion anticlpada, asi como los motivos de esta,
v en su caso las medidas adoptadas en relacion con
los sujetos participantes en el ensayo.



SPIRIT 2013 explanation and elaboration:

guidance for protocols of clinical trials

An-Wen Chan,' Jennifer M Tetzlaff? Peter C Ggtzsche,” Douglas G Altman,*
Howard Mann,” Jesse A Berlin,® Kay Dickersin,” Asbjgrn Hrobjartsson,”
Kenneth F Schulz,” Wendy R Parulekar,” Karmela KrleZa-Jeric,

Andreas Laupacis," David Moher* ™

Methods: Monitoring

Data monitoring 21a Composition of data monitoring committee (DMC); summary of its role and reporting structure; statement of whether it is independent from the sponsor and
competing interests; and reference to where further details about its charter can be found, if not in the protocol. Altematively, an explanation ofwhy a DMCis
not needed

Contined
Section/item ltemNo Description
21b Description of amy interim analyses and stopping guidelines, including whowill have access to these interim results and make the final decision to terminate
the trial
Harms 22 Plans for collecting, assessing, reporting, and managing solicited and spontaneously reported adverse events and other unintended effects of trial

interventions or trial conduct
Auditing 23 Frequency and procedures for auditing trial conduct, if any, and whether the process will be independent from investigators and the sponsor




CONSORT 2010 Explanation and Elaboration: updated
guidelines for reporting parallel group randomised trials

Results
Participant flow (a diagram is 13a For each group, the numbers of participants who were randomly assigned, received intended treatment, and were
strongly recommended) analysed forthe primary outcome
13b For each group, losses and exclusions after randomisation, together with reasons
Recruitment 14a Dates defining the periods of recruitment and follow-up
14b Why the trial ended orwas stopped
Baseline data 15 Atable showing baseline demographic and clinical characteristics for each group
Numbers analysed 16 For each group, number of participants (denominator) included in each analysis andwhether the analysis was by
original assigned groups
Qutcomes and estimation 17a For each primary and secondary outcome, results foreach group, and the estimated effect size and its precision (such
as 95% confidence interval)
17b For binary outcomes, presentation of both absolute and relative effect sizes is recommended
Ancillary analyses 18 Results of any other analyses performed, including subgroup analyses and adjusted analyses, distinguishing pre-
specified from exploratory
Harms 19 Allimportant harms or unintended effects in each group (for specific guidance see CONSORT for harms*?)




Aturades prematures AC 2014

 N=31 assaigs clinics amb medicaments

— CEIC Referencia N=9

— Presenten Annex D Fi assaigs n= 24 (7/7%)
e Hi ha 2 aturades reclutament temporal annex 1c

— Anys des de sol-licitud EudraCT: 1,9 (0-8)
— Promotor IF n= 26 (83%)
— Indicacio Oncologia n=16 (51%)



Aturades prematures AC 2014
n=31

 AC amb medicament en investigacio
— Comercialitzat SI n=11
— Quimic si n= 24
e Fases
| nNn=3
Il n=10
Il n=14
IV n=1
Extensio 3



Aturades prematures AC 2014
n=31

e Motius aturades

— Reclutament sol n=>5
— Reclutament+ interes empresa n= 2
— Interes empresa n=6
— Eficacia + n=2
— Eficacia - n=10
— Seguretat n= 2
— Subministrament Ml n=1
— Poc clar n=3



Aturades prematures AC 2014
n=31

 Repercusions aturades

— Canvi valoracio benefici/risc si n=1

— Aturada desenvolupament
 Si global n=38
e« Sienindicacio n=2



Aturades prematures AC 2014
n=31

e GestiO de l'aturada

— Es preveu informar als pacients?
e S| n=9

— Es dona FIP?
e Si n=3



Original Investigation

Prevalence, Characteristics, and Publication
of Discontinued Randomized Trials

Benjamin Kasenda, MD:; Erik von Elm, MD, M5c: John You, MD, MSc; Anette Blimle, PhD; Yuki Tomonaga, MSc;
Ramon Saccilotto, MD, M5c; Alain Amstutz, BSc; Theresa Bengough, BSc; Joerg J. Meerpohl, MD;

Mihaela Stegert, MD: Kari A. O. Tikkinen, MD, PhD: Ignacio Neumann, MD, MSc; Alonso Carrasco-Labra, MD, M5c;
Markus Faulhaber, MD, M5c: Sohail M. Mulla, B5c: Dominik Mertz, MD, M5c: Elie A. Akl, MD, PhD, MPH;

Dirk Bassler, MD, MSc; Jason W. Busse, DC, PhD; Ignacio Ferreira-Gonzalez, MD, PhD;

Francois Lamontagne, MD, M5c; Alain Nordmann, MD, M5c; Viktoria Gloy, PhD; Heike Raatz, MD, MSc;

Lorenzo Moja, MD, M5c; Rachel Rosenthal, MD, M5c; Shanil Ebrahim, PhD; Stefan Schandelmaier, MD;

Sun Xin, PhD; Per O. Vandvik, MD, PhD; Bradley C. Johnston, PhD; Martin A. Walter, MD;

Bernard Burnand, MD, M5c; Matthias Schwenkglenks, PhD; Lars G. Hemkens, MD; Heiner C. Bucher, MD, MPH;
Gordon H. Guyatt, MD, M5c; Matthias Briel, MD, M5Sc

JAMA. 2014;311(10):1045-1051. doi:101001/jama.2 0141361



N= 1017 ACs

e 253 (24%) son discontinuats
— 37% s’informa al CEIC

* Motius:
— 1° poc reclutament (101/1017, 10%)
— 2° raons administratives (3,8%)
— 3° futilitat (3,6%)

e Els discontinuats es publiguen menys



Table 2. Prevalence of Randomized Clinical Trial (RCT) Discontinuation and Reported Reasons for Discontinuation

No. () [95% CI]

RCTs Involving Patients RCTs Involving Healthy Volunteers All
Sponsorship Full Journal Sponsorship Full Journal Full Journal
Industry Investigator All Publication  Industry Investigator All Publication All Publication
(n=551) (n=343) (n=894) (n=530) (n=86) (n=37) (n=123) (n=37) (n=1017) (n=567)
Completion
status
Completed 394(71.5) 181(52.8) 575(64.3) 417(78.7) 81(94.2) 28(75.7) 109(89.0) 37(100.0) 684(67.3) 454 (80.1)
[68.1-75.2] [47.3-58.1] [61.1-67.4] [75.0-82.0][86.3-97.8] [58.4-87.6] [81.3-93.4] [88-100] [64.3-70.1] [76.6-83.2]
Discontinued 119(21.6) 130(37.9) 249(27.9) 113(21.3) 1(1.2) 3(8.1) 4(3.3) 0 253(249) 113 (20.0)
[18.3-25.3] [32.8-43.3] [25.0-30.9] [18.1-25.0] [0.0-7.2] [2.1-23.0] [1.0-8.6] [0.0-11.7] [22.3-27.6] [16.9-23.4]
Unclear 35 (6.9) 32(9.3) 70 (7.8) 0 4(4.7) 6(16.2) 10(8.1) 0 80(7.7) 0
[5.0-9.4] [6.6-13.0] [6.2-9.8] [0.0-0.9] [1.5-12.1] [6.8-32.7] [4.2-14.8] [0.0-11.7] [6.3-9.71] [0.0-0.8]
Reason for
discontinuation
Poor 60(17.5) 100(11.2) 40(7.5) 0 1(2.7) 1(0.8) 0 101 (9.9) 40 (7.1)
recruitment? [13.7-22.0] d [5.5-10.2] [0.0-5.3] [0.1-15.8] [0.04-5.1] [0.0-11.7] [8.2-12.0] [5.1-9.6]
Futility” 25 (4.5) ; 37(4.1) 18(3.4) 0 0 0 0 37(3.6) 18(3.2)
[3.0-67]  [1.9-6.2] [3.0-57] [2.1-54] [00-53] [0.0-11..7] [0.0-3.8] [0.0-11.7] [2.6-5.0]  [1.9-5.1]
Administrative 20(3.6) 16 (4.7) 36 (4.0) 8(1.5) 1(1.2) 2(5.4) 3(2.4) 0 39(3.8) 8(1.4)
reasons® [2.3-57] [2876] [29-56] [0.7-3.1] [00-72] [0.9-19.5] [0.6-7.5] [0.0-11.7] [2.8-53]  [0.7-2.9]
Harm 17(3.1) 7(2.0) 24(2.7) 12(2.3) V] 0 0 V] 24(2.4) 12(2.1)
[1.9-5.0] [0.9-4.3] [1.8-4.0] [1.2-4.0] [0.0-5.3] [0.0-1L7] [0.0-3.8] [0.0-11.7] [1.6-3.5] [1.2-3.8]
Unknown 6(1.1) 18(5.3) 24(2.7) 21 (4.0) 0 0 0 0 24(2.4) 21(3.7)
reason? [04-25] [3.2-83] [1.8-40] [2.6-6.0] [00-53] [0.0-11.7] [0.0-3.8] [0.0-11.7] [1.6-35]  [2.4-5.6]
Benefit 2(0.4) 7(2.0) 9(1.0) 9(1.7) 0 0 0 0 9(0.9) 9(1.6)
[0.06-1.5] [0.9-4.2] [0.5-2.0] [0.8-3.3] [0.0-5.3] [0.0-11.7] [0.0-3.8] [0.0-11.7] [0.4-1.7] [0.8-3.1]
External 6(1.1) 2(0.6) 3(0.9) 2(0.4) 0 0 0 0 8(0.8) 2(0.4)
avidence [0.4-25]  [0.1-2.3] [0.4-1.8] [0.0-15] [0.0-5.3] [0.0-11..7] [0.0-3.8] [0.0-11.7] [0.4-16]  [0.1-1.4]
Lack of funding 1(0.2) 4(1.2) 5(0.6) 0 0 0 0 0 5(0.5) 0
[0.01-1.2] [0.4-3.2] [0.2-1.4] [0.0-0.8] [0.0-53] [0.0-11.7] [0.0-3.8] [0.0-11.7] [0.2-1.2] [0.0-0.8]
Other 2(0.4) 4(1.2) 6(0.7) 3(0.6) V] 0 0 V] 6(0.6) 3(0.5)
[0.06-1.5]  [0.4-3.2] [0.3-1.5] [0.2-1.7] [0.0-5.3] [0.0-11.7] [0.0-3.8] [0.0-11.7] [0.2-13]  [0.2-1.6]

#Some trials had an additional reason for discontinuation: benefit (n = 1), futility
(n = 2), and other reasons (n = 3).

® Includes randomized trials with adaptive designs that have been stopped after
the 1st (n = 5) or 2nd stage (n =1).

© Includes strategic decisions from companies, conseguence of new

requirements from regulatory bodies, and change of workplace of principal

investigators.

d Reasons for not achieving 90% of target sample size remained unclear.
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The dilemma of data-safety monitoring: provision of
significant new data to research participants

Jeffery Peppercorn, William G Buss, Norm Fost, Paul A Godley

Panel 1: Guiding questions for analysis of action after
interim analyses by data-monitoring committees

What is the nature of the harm or benefit that the
data-monitoring committee must consider in deciding
whether to report information?

What are the costs to research participants and to future
patients if no further information is obtained from the
randomised controlled trial?

Is the withholding of this information by the
data-monitoring committee consistent with the consent
and consequent reasonable understanding of research
participants?

Panel 2: Questions to address to improve participant's understanding of the role of
data-monitoring committees for informed consent

Information to convey to potential research participants

What is a data-monitoring committee?

+ ltisa group of independent experts, distinct from the investigators and sponsors
of the research

+ It has no direct stake in the completion of the study or its outcomes

+ It holds periodic meetings to review and discuss current study data

What factors does the data-monitoring committee consider when reviewing new information

from atrial?

+ The nature and magnitude of risks and benefits identified in the course of the study

+ The likelihood that any benefits to participants are related to the experimental
intervention

+ The likelihood that any risks to participants are related to the experimental intervention

+ The nature of the disease being studied and whether the study is for prevention or
treatment

« The nature of the experimental intervention

What factors does the data-monitoring committee regard as important when making decisions

about sharing new information with participants and investigators?

+ The safety and interests of the participants

« The obligation to share important new information with participants and researchers

+ The scientific validity of potentially important new information

+ The effect that stopping the study will have on the ability to answer important
scientific questions affecting future patients

www.thelancet.com Vol 371 February 9, 2008
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Aspectos evaluados Si

conoce
%
Posibilidad de retirada 88
Objetivo 74
Posibilidad de recibir placebo 57
Posibilidad efectos adversos 42
Seguro del estudio 35

Asignacion tratamiento al azar 23
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Investigacion clinica y bioética

Revision de las observaciones mas frecuentes en la hoja de informacion al paciente
para ensayos clinicos

A review of the most frequent objections made to patient information sheets of clinical trials

Maria Lopez-Parra, Coloma Moreno-Quiroga * y Javier Lechuga-Pérez

Comite d'Erica d Tnvestizacio Clinico, Fundacio Pare Toul, Corpomdo Sanitaria Pere Touli, Institut Universitari Parc Touli-Universitat Autonoma de Barcelona, Campus d Eecelencia
Intemacional Bellaterra, Barcelona, Esparia



Tabla 1
Puntos valorados en las hojas de informacion al paciente y su agrupagdn

Lista de comprobacion extendida Lista de comprobacion agrupada
1 En la forma Forma
1.1 iConsta de doumento escito?
12 JConsta dar un copia al enfermo?
13 JConsta un lugar para la firma del padente o de su representante?
14 JHay palabras técnicas de dificil comprension?
1.5 {Hay abreviaturas técnicas?
16 Los apartados (objetivos. ..) estan claramente delimitados
1.7 LEl tipo de letra es legible?
1.8 {Es extenso? (superior a 10 paginas)
2 En el contenido Contenido
21 El objetivo de la investigacion Metodologia
22 Los procedimientos que son experimentales
23 La metodologia de la investigacion
24 5i se utiliza placebo, en qué consiste, JEs un trastorno banal?
25 El tiempo de duracion en el estudio
26 N* de pacientes aproximado que se preve que participen
27 Los beneficios nuevos respecto a los tratamientos habituales (mejoria de salud, confort, posologia, etc.) Beneficios y riesgos
23 Los riesgos o molestias previsibles para el padente
29 Existencia de riesgos que no son previsibles
210 En @so de aparicion de nuevos datos en el curso de la investigacion estos seran comunicados al pacientes
211 Medidas anticonceptivasriesgos para ¢l embarazo
212 Quien accedera a la informacion [ promotor, autoridades, . .. Confidencialidad
213 El deber de confidencialidad en todos los que pueden acceder a la informacion
2,14 La diferencia con la asistencia habitual (si se hardn mas pruebas, visitas, etc) Informacion general que
215 El tratamiento alternativo en caso de no participar no altera la metodologia
216 Posibilidad de recibir mas informacion
27 Aquien se puede pedir mas informadon
218 El nombre del investigador principal
219 Informacion sobre la poliza de seguros
220 Informacion del tratamiento en caso de lesion
221 Compensaciin economica al paciente
222 Cumple la Ley 142007 Informacion Ley 14/2007
223 Participadon voluntaria Voluntariedad
224 Ausenda de perjuicios en caso de no participar
225 Posibilidad de retirada del estudio sin dar explicadones y sin ningin perjuicio

226 Expresiones tendenciosas para la participadon
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articulo original

Satisfaccion de los promotores de ensayos clinicos con
el funcionamiento de un comite etico de investigacion clinica.

Tabla 1. Encuesta de satisfaccion enviada a los promotores de ensayvos clinicos

MIVEL DE ACUERDO IMPORTANGCIA

1 = Totalments en desacuesndo 1 = Muy Foco importants

2 = En desacuando 2 = Foco importante

3 = Ni de acuerdo ni en des- 3 = Importancia media

acuerdo 4 = Bastante importante

4 = Da acuardo 5 = Muy importanta 75%

5 = Totalmente de acuerdo

1. El funcionamianto y procadimientos de trabajo ConSIdera’
del CEICA han sido transmitidos con claridad

2. En cuanto a la documentacion necesaria para que a8l Ensayo Clinico puada ser evaluado: C E I C fa

2a. a) Eata claramente eapecificada 1 2 3 4 -1 1 2 3 4 5 Seg u I ment de

2b. b) En casc de gue esté incompleta,
la documentacion pendiente necesaria
para iniciar &l proceso de evaluacion se L 2 3 + S 1 2 2 4 5 manera
comunica con claridad

3. El CEICA me hace llegar toda aquella ad eq uada

informacion/documentacién que le solicito

1 2 3 4 S 1 2 3 4 5

4. El seguimiento de los Ensayos Clinicos se realiza
adecuadamente durante el desarrclle de los mismos

5. Es facil contactar con el personal del CEIGA 1 2 3 -4 5 1 2 3 e 5
6. El personal de contacto del CEICA

atiende con amabilidad LI I T I 1|2 ]3] 4]|s
7. Las incidencias y cuestiones planteadas
son reausltas con claridad 1 2 3 4 5 1 2 3 4 5
B. Las incidencias y cuestiones planteadas

L 2 3 4 5 1 2 3 4 5

so0n resusltas con agilidad

8. La valoracion global otorgada al funcionamiento
del CEICA es buena
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Algunes reflexions



Centrar I'objectiu en la proteccio pacient
No duplicar esforcos CEIC vs AEMPS
Prioritzar esforcos al CEIC

Discriminar el gque és rellevant
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Kasenda et al. BMC Medical Research Methodology 2012, 12:131
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Learning from failure - rationale and design for
a study about discontinuation of randomized

trials (DISCO study)



Table 2 Potential risk factors and protective factors for trial discontinuation due to slow recruitment

Modifiable factors Non-modifiable Factors
Risk Protective Risk Protective
Burdensome data collection at Support from a methods centre, Placebo control Active treatment as control
recruiting sites clinical trials unit, or contract
research organization
No professional staff at recruiting  Paid local staff at recruiting centres, Mo external funding Externally funded or fully
centres to manage the trial dedicated central trial coordinator, Industry sponsored

patient invelvernent in trhal planning
and/or conduct

No projection of recruitment rates  Projection of patient recruitment Long duration of follow-up Shont duration of follow-up /
based on eg. pilot trial applying the High community interest in
full protocol or other checks for research topic (e.q. new technology
eligible patient volume or new treatment)
No consideration of recruitment  Consideration of recruitment support Mo research network, low trial Experienced Pl/steering committee/
strategies strategies (e.g. regular visits/audits by Pl; experience network of recruiting centres for
spedific training held for recruiting staff; RCTs

regular progress repors; posters and
information leaflets etc)

Single centre trial Multicentre trial Equivalence/non-inferiority design Intervention only available through
trial participation

Low motivation for recruiting sites  Financial incentives for recruiting staff  Critically ill or paediatric patients  Trial experience with centain
and participants as target population vulnerable trial populations




Table 3. Factors Associated With Discontinuation of Randomized Clinical Trials (RCTs) Due to Poor Recruitment in RCTs Involving Patients®

RCTs, No. (%) Univariable Multivariable
Discontinued Because of

Poor Recruitment Completed P P
Characteristics (n = 90) (n=526) OR (95% CI) Value OR (953 Cl) Value
Planned target sample size, median (IQR) 180 (80-320)" 368 (154-800)"  0.95(0.91-0.99)™ 01  0.96(0.92-1.00)° .04
Placebo/no active control (vs active-control 53 (58.9) 321 (61.1) 0.89 (0.56-1.41 .63 0.81 (0.50-1.31) .39
intervention)
Single-center status (vs multicenter) 19 (21.1) 53 (10.1) 2.41 (1.35-4.32) 003 0.66 (0.32-1.38) 27
Crossover design (vs parallel) 8(8.9) 21 (4.0) 2.37 (1.01-5.53) 046  2.00 (0.75-5.33) .16
Reported methodological/logistical support 27 (30.0) 245 (46.7) 0.50 (0.31-0.81) 005  0.62 (0.37-1.06) .08
(vs not reported)
Reported recruitment projection 12 (13.3) 40 (7.6) 1.71 (0.84-3.47) .14 1.04 (0.50-2.22) .90
{vs not reported)
Industry sponsor (vs investigator) 34 (37.8) 371 (70.5) 0.25 (0.16-0.40) <001 0.25(0.15-0.43) <.001

Abbreviation: IQR, interquartile range. A sensitivity analysis with target sample size imputed through multiple
imputation including these 5 RCTs showed similar results (eTable 3in

@ Complete-case multilevel logistic regrassion analysis of patient RCTs (research

ethics committees as random intercept); RCTs involving healthy volunteers Supplement).
(n =123), RCTs discontinued for reasons other than poor recruitment & Trials with missing values for target sample size were excluded.
(n = 149), RCTs with unclear completion status (n = 70), pilot RCTs (n = 51), © Inincrements of 100,

and cluster RCTs (n = 8) were excluded, for a total of 616 trials. In addition,
we excluded 5 RCTs with missing values for target sample size (footnote “b").




Table 4. Factors Associated With Nonpublication of Randomized Clinical Trials (RCTs)®

RCTs, Mo. (%) Univariable Multivariable
Not Published Published P P
Characteristics (n=451) (n=566) OR (953 Cl) Value OR (95% CI) Value
Planned target sample size, median (IQR) 120 (40-330)" 303 (100-745)"° 0.92 (0.89-0.94)° <.001 0.95 (0.92-0.97)° <.001
Multicenter status (vs single center) 280 (62.4) 470 (83.0) 0.33 (0.25-0.44) <001 0.50 (0.32-0.76) .001
Industry sponsor (vs investigator) 279 (61.9) 358 (63.3) 0.94 (0.73-1.22) .65 1.68 (1.20-2.34) .002
Discontinued RCT {vs completed RCT) 140 (37.6)" 114 (20.1)¢ 2.41 (1.80-3.24) <.001 3.19 (2.29-4.43) <.001
RCT with patients (vs healthy volunteers) 364 (80.7) 530 (93.8) 0.27 (0.17-0.41) <.001 0.36 (0.20-0.63) <.001

Abbreviation: IQR, interquartile range.

@ Complete-case multilevel logistic regression analysis of RCTs involving
patients and RCTs with healthy volunteers (research ethics committees as
random intercept); we excluded 12 RCTs with missing values for planned
target sample size (footnote "b™) and 81 RCTs with unclear completion status
(footnote "d”), for a total of 924 RCTs. A sensitivity analysis including these 93
RCTs (total n = 1017) with imputations for unclear completion status and

target sample sizes imputed through multiple imputation showed similar

results (eTable 3 in Supplement).

B Trials with missing values for sample size were excluded.

© Inincrements of 100.

“Trials with unclear completion status were excluded.
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