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Base de Datos BIFAP como fuente de
iInformacion en investigacion clinica
Independiente con medicamentos
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Participacion de BIFAP en proyectos
de investigacion internacionales

Consuelo Huerta Alvarez MD, MPH, PhD
Farmacoepidemiologa-BIFAP
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» ¢ Por qué participar en proyectos
Internacionales?

e ¢/ Qué hemos aprendido?
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¢,Por qué participar en proyectos internacionales?

* Relacionados con la actividad reguladora
* Revisar/crear estandares metodologicos

e BIFAP en el contexto de otras bases de datos

o Utilizar el trabajo hecho para el futuro (redes,
grupos de trabajo)
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ABOUT US STRUCTURE PROCESS NEWS RESULTS BECOME A PARTNER | & USERNAME ||[om sssasaan I > |

WE ARE A EUROPEAN RESEARCH NETWORK PROJECT

NEWS

‘We work together for the highest quality of vaccine safety data

We establish a shared vaccine safety research infrastructure SEE

RESULTS

We conduct collaborative vaccine safety studies

BECOME

PARTNER

We communicate timely and accurate findings

MISSION STATEMENT

High quality vaccine safety information in Europe

by standardizing methodologies, facilitating data comparability

http://vaesco.net/vaesco.html
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E FARMACOVIGILANCIA DE LAS VACUNAS PANDEMICAS

Agencia Espaiiola de Medicamentos y Productos Sanitarios.

Focia: 14 de octubre de 2009 frarsion 3.2)

1. Intreduccion

En el presents documento s resumen las activida ovigilancia gue se ha scordado llevar & ria, através de sus instituciones
poblicas v coordinadazs por la Agencia Espariola de Medicamentos v Pro ~Como contribucicn al esfuerzo colectivo de identificar
y evaluar lo més precozmente posible los riesgos asociados & las vacunas pandémicas frente al virus de la gripe AHIMT, que se produzcan en la faze
posautorizacion. Tamhién se incluyen algunas inicistivas que estan en fase de estudio, segdn se indica,

Azi, éste Plan se complementa con loz planes de gestion de riesgos gue oz ttulares de ka autorizacion de comercializacion = han comprometido & llevar
a cabo siguiendo las Recomendaciones del CHMP (Comité de Medicamentos de Uso Humano de ks EMES) (CHMP Recommendations for the
Fharmacovigilance Flan as part of the Risk Management Flan to be submitted with the barketing Asthorisstion Application for 2 Pandemic Influsnza
Wacsine [EMEASSI321/2009)Supersedes EMEASZ TOG2007).

En el Plan de Farmacovigineia de las Yacunas pandémicas se han acordado las siguientes iniciativas:
1. Flan para la notificacion, mangjo vy andlisis de lsz sospechas de reacciones adversas comunicadas a través del Sistema Espafiol de

Farmacovigilancia de medicamentos de uzo humano (SEFY-H).

2. Plan para la notificacion especifica de sospechas de reacciones adversas graves v médicamente relevantes dertro de los ensayos clinicos en
poblacion infartil realizadas en Esparia.

3. Registro de Sindrome de Guilsin-Barré en adultos, a través de la red de neurdlogos coordinada por el Instituta de Salud "Carlos 11 (IS0,
4. Colaboracidn con el Conzorcio Europen WAESCO para hacer estimaciones de incidencias basales de acontecimientos de especial interés (AED,

que e realizardn por |3 AEMPS utilizado la base de datos BIFAP.

adversas através del Sistema E

fluidez de la infor|

profesionales santarios, en particular de aquellas e
informacion v ponetla a disposicion de las autoridades santarias (Anexo 1).
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> NIH Public Access

5 Author Manuscript

Published in final edited form as:
Lancet. 2009 December 19; 374(9707): 2115-2122. doi:10.1016/50140-6736(09)61877-8.

Importance of background rates of disease in assessment of
vaccine safety during mass immunisation with pandemic H1N1

influenza vaccines

Steven Black, Juhani Eskola, Claire-Anne Siegrist, Neal Halsey, Noni MacDonald, Barbara
Law, Elizabeth Miller, Nick Andrews, Julia Stowe, Daniel Salmon, Kirsten Vannice, Hector
S lzurieta, Aysha Akhtar, Mike Gold, Gabriel Oselka, Patrick Zuber, Dina Pfeifer, and
Claudia Vellozzi

Center for Global Health and Division of Infectious Diseases, Cincinnati Children’s Hospital,
Cincinnati, OH, USA (Prof S Black MD); National Institute for Health and Welfare, Helsinki,
Finland (Prof J Eskola MD); Center for Vaccinology and Neonatal Immunology, Department of
Pediatrics, University of Geneva, Geneva, Switzerland (Prof C-A Siegrist MD); Institute for
Vaccine Safety, Department of International Health, Johns Hopkins Bloomberg School of Public
Health, Baltimore, MD, USA (Prof N Halsey MD); Division of Infectious Diseases, Department of
Pedlatrlcs Dalhou5|e Unwer5|ty Hallfax NS Canada (Prof N MacDonaId MD); Vaccine Safety

[ i s F | P Ay | s PO P || | ' P}

Black et col, Lancet 2009
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VAESCO -Background rates of Guillain-Barre Syndrome

GBS

== country 1
=ii— country 2
=== gountry 4
== country 5
= country 6
i cOUNTY 7
—>— country 8
e COUNLTY 9

IR/100000 PY

09 1019 2029 3039 4049 5059 6069 70-79 80+

http://vaesco.net/vaesco/results/BGR-2010.html
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Predicted numbers of coincident, temporally associated events after a single dose of a hypothetical vaccine,

based upon background incidence rates

Number of coincident events since a vaccine dose

Within 7 days  Within

m 1 dav

Baseline rate used for estimate

3-58

Guillain-Barré syndrome (per 10 0-31

million
vaccinated people)

1-87 per 100 000 person-years (all ages; UK
Health
Protection Agency data)

any
symptoms (per 10 million
vaccinated people)

Optic neuntis (per 10 million 205 1440 86-30 7-5 per 100 000 person-vears m US females
female vaccinees) (table 2}16

Spor_lraneons abortions (per 1 397 2780 16 684 Based on data from the UK (12% of
ﬂ:ulhpn pregnancie 5)34

vaccinated pregnant women)

Sudden death within 1 h of onset of 014 0-98 573 Based upon UK background rate of 0-3 per

100 000 person-vears (table 2)28

Black et col, Lancet 2009
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Pharmacoepidemiological Research on Outcomes of Therapeutics by a European Consortium

PROTECT

| H-:-rne| Contact Us

PROJECT
Welcome to the PROTECT website!

The Pharmacoepidemiological Research on Outcomes of Therapeutics by a European Consortium is a
collaborative European project that comprises a programme to address limitations of current methods in
the field of pharmacocepidemiology and pharmacovigilance. The European Medicines Agency (EMA) is the
coordinator of PROTECT and G5K is the deputy co-ordinator of PROTECT. They manage a multi-national
consortium of 34 partners including academics, regulators, SME= and EFPIA companies.

r—— Latest News

General Presentations

£
]

December Adverse Drug Reactions Reference Dataset

2014
The ADRs Reference Datasst used by ‘Work Package 3 (W31 and WaGE) is now available in
our "Results” section at the specific link to Methods for Signal Detection Reports and
Catabaszes.

eRoom - partners only

&

Lin

Hovember PROTECT Symposium
2014 Visit our news section bo know more about the Final Symposium that the European
medicines Agency is arganising as a closure event of the PROTECT Project.

september PROTECT ADR Database

2014
& new version of the adverse Drug Reaction database in now available on the PROTECT
website and can be downloaded here.

July 2014 PROTECT at ICPE 2014 - updates

PROTECT will present 13 posters, B oral pres=ntations @and 1 Sympasiums at the 30th International
Conferenos an Pharmaccepidemiology and Therapeutio Rick Management -ICPE, which will be
beeld in Taiped [Tatwan, 24% - 27 October 2014].

¥au can find the complete list of the topios, authors and imvalved work programmes here.

http://mww.imi-protect.eu/
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Two studies on the use of statins and the risk of fracture done in
GPRD around the same period by two different groups.

Meier et al., 2000 Van Staa et al., 2011

Statins only Ke R e il Bl L6 )
N_prescrlp Of TS
. 1-4 0.51 (0.33-0.81) | 0-3 months 0.71 (0.50-1.01)
* 5-19 0.62 (0.45-0.85) | 3-6 months 1.31 (0.87-1.95)
e 20 0.52 (0.36-0.76) | e 6-12 months 1.14 (0.82-1.58)
e > 12 months 1.17 (0.99-1.40)
Recent use 0.67 (0.50-0.92)
Past use 0.87 (0.65-1.18) Past use 1.01 (0.78-1.32)
Statins Femur 0.12 (0.04-0.41) | Hip 0.59 (0.31-1.13)
E(“:‘l:ir:s::)of Hand, wrist or arm | 0.71 (0.52-0.96) | Radius/ulna 1.01 (0.80-1.27)
fractures Vertebral 0.14 (0.02-0.88) | Vertebral 1.15 (0.62-2.14)
Other 0.43 (0.23-0.80)

11

http://www.imi-protect.eu/
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5 PARES FARMACO-EFECTO ADVERSO:

« BENZODIAZEPINAS Y FRACTURA DE CADERA/FEMUR
* ANTIDEPRESIVOS Y FRACTURA DE CADERA/FEMUR

« ANTIBIOTICOS Y FALLO HEPATICO

« BLOQUEANTES DE LOS CANALES DE CALCIO&CANCER
*ANTIEPILEPTICOS Y SUICIDIO

* BETA2 AGONISTAS E INFARTO

5 BASES DE DATOS:
* BIFAP

* CPRD
* THIN
* MONDRIAAN (NCPRD AND AHC)

JORNADA BIFAP, 27 de marzo de 2015
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Parmacospidemiclopical Ressarch on Outcomes of Therapetics by & Eurapéan Consortm

WP2-Framework-for-pharmacoepidemiological-studiesy

WG1-Databases

Study-Protocols

Use-of-benzodiazepines-and-risk-of-hip/femur-
fracture9
A-methodological-comparison-across-data-sources-

and-epidemiological-design¥
1

1

Version:-Final-Nov-14,-2011-with-Amendment-1-approved-29-Feb-20121
Version:-Final-Nov-14-2011-with-Amendment-2-approved-31-December-20131
Version:-Final-Nov-14-2011-with-Amendment-3-approved-31-December-20134

Version:-Final-Dec-18-2013-with-Amendment-d-approved-31-December-20131]

Registrado en http://www.encepp.eu/
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— ¢,Qué hicimos con todos esos diseios y
/—\- imy Yefpia
PROTECT e e s s bases de datos?

COMPARAR RESULTADOS DE LOS DISENOS en cada BD

2 cohorte

2 NCC

1 Caso cruzado (case-crossover)

1 Series de casos autocontrolados (self controlled case series)
estudios descriptivos

PARTICIPATION BIFAP

Ip eped esed dg SY1 N3 SOAVLINSIY YVHVAINOD

ouas|
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Pharmacoepidemiological Research on Outcomes of Therapeutics by a European Consortium

Benzodiacepinas y riesgo de fractura de
caderay féemur. Comparacion de bases de
datos y diseios

9.2,03

I . i |
1,55
* 1,47 + 143 | 1,51 I 1,48 |
. i I """ 1,37

* 1,33

+ 1,19 * 1id

Cohort NCC CXO SCCS ‘Cohort NCC CXO SCCS ]Cohort NCC ‘

http://www.imi-protect.eu/documents/GardarsdottirHUseofantidepressantsorbenzodiazepinesandriskofhipfemurfracturel CPEAug2013.pdf
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Pharmacoepidemiological Research on Outcomes of Therapeutics by a European Consortium

A) ansioliticos (NO5BA)

Prevalencia de prescripciones de
benzodiacepinas por ano en las bases
de datos participantes segun ATC

B) hipnéticos (NO5CD, NO5CF and NOSCMO02)

1600

1600
—4—H|FAP
1400 1400 == CPRD
=d—THIN

1200 1200
= rond-AHC
&

Fond-NPCRD
@ 1000 1000 an
=
e =E—=BAVARIAN
E 800 800 i1 A
-
g
8 00
-
2
4
B 400
200
[4] 4]
2003 2004 2005 2006 2007 2009 2001 2002 2003 2004 2005 2006 2007 2008 2009

2001

Huerta C et al, Pharmacoepidemiol Drug Saf. Aceptado para publicacion. Marzo 2015(PDS-14-0405.R1).
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%3 SAFEGUARD

JATION OF ADVERSE REACTIONS IN DIAE

Main menu

HOME
PROJECT

Background
Project Siruchure
General
Information

ACTIVITIES

PARTNERS

PUBLICATIONS

Members

Project

The primary aim of the SAFEGUARD project is to assess and further quantify and understand the cardio/cerebrovascular and
pancreatic safety of blood glucose lowering agents, in particular the TZDs and the novel incretin-based drugs and amylin analogues in
T2DM patients.

The SAFEGUARD Consortium is formed by a multidisciplinary group including diabeies experts, clinicians, pharmacologists,
pharmacovigilance experts, statisticians and pharmacoepidemiologists; and will capitalize on knowledge generated in other EU funded
projects to create a harmonized data platform. This platform will allow for the largest scale studies on T2DM drugs developed so far as
well as for the implementation of new epidemiclogical studies.

PUBLICATIONS

17


Moderador
Notas de la presentación
Objective: To assess and further quantify and understand the cardio/cerebrovascular and pancreatic safety of blood glucose lowering agents, in particular the thiazolidinedones (TZDs) and the novel incretin-based drugs and amylin analogues in Type 2 Diabetes Mellitus (T2DM) patients. 

The project includes the analysis of anonymised and aggregated data from more than 1.7 million patients in Europe and the US included in 9 European and US databases participating in the project.

Funded by the European Comission in the context of the 7th Framework Programme Cooperation Work Programme Health 2011
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Prevalencia de uso en la problacion

P

)

DPP-4
inhibitors

EEEEEEEE

CPRD - UK  PHARMO - NL IPCI - NL GePaRD - BIFAP - Spain  HSD - Italy Lombardy - Italy Puglia - Italy
Germany

Database

INSULINS m®mBiguanides  Sulfonylureas ®Fixed combinations

A Glucosidase inhib = TZDs =DPP-4 inhibitors = GLP-1 analogues

EASD, Vienna 14t September 2014


Moderador
Notas de la presentación
To show user patterns of non-insulin glucose lowering drugs (NIGLD), with a particular focus on incretins.
Same graph, now showing other DBs.
Prevalence of DPP-4 inhibitors is < 1 across datasources, and of GLP-1 is up to 2 per 1000 person years.
For instance if you would follow as a doctor 100 patients for 1 year, around 1.6 persons would use a biguanide and around 0.1 person a DPP-4 inhibitor in the Netherlands. Reflected by t2dm incidence possibly and difference in db characteristics persons.



¢, Qué hemos aprendido?

« Ayudar a mejorar la base de datos

 Méetodos, técnicas, aplicaciones

BIFAP es una base de datos
valida para estudios de
farmacoepidemiologia

19
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chuerta_fcsai@bifap.aemps.es
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