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Nordic countries and

clicall sivcljas

= Population of 24 millien people
= Homogeneous
— Genetically
— Socioeconomically
= National health registries
= _Public.health care system (almost free of charge)

. Reimburse[nent ofhimedicinesiiorthe whole
“population

= Personal Identification Numbers (PINs)
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“Trnez MNordic counirigs as

“ICPE August 19; 2008 in'Copentiagen

Pub Mead

= Search terms
— “Nordic countries epidemiology” 34 783

e =“Nordic ecountries pharmacoepidemiology” 110
. = § abstractsi=comparisensioifdrug use
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Strong environment for
population based and
ClioSS=COUNR comparative research in
pharmacoepidemiology
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" Document, facilitate and promote Nordic
pharmacoepidemiological research initiatives

= |ncrease quality of research and
methodological development

= Create an interactive forum for PhD-students

and supervisors
= Assist researchers

= pitiating and designing new,studies
—Improvingjguality o
—Avoiding common pitfalls and duplication of
efforts




= Research documentation

— Annual reviews of published studies, research groups,
centers working with the Nordic registers on dispensed
medicines

= Voluntary pre-registration of register based studies

within the Nordic countries
= QOverview of organisation and content of the Nordic
national registers
— Process to obtain permission te aceess the registerdata
. — ldentily olstacies tor register based research

"\Web-based system for publishing ofi basic
iInformation - www.nordically.org.




= Rare exposures and rare events
= Prescribing quality indicators

= Reproductive health
= \Mledicine use in children
—l I\/Iental health -




Kickeof meeting
Researchwith prescriptionmedicine registers
Open invitation to Nordic researchers within the area

2. October 2009, Helsinki/Tampere, Finland
Reproductive health, medicine use in pregnancy

3. March 2010, Oslo, Norway
Prescribing quality indicators
Advanced methods for analysis of medicine use pattern in databases

4061012010, Reykjavik, Iceland
S Wedicine use in children

a——

5, Welrch 2000 Ojleisica il
Rare exposures and rare events

6. October 2011, Gothenburg, Sweden
Mental health and psychotropic medicine use
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S CongenitaltMalformationss

Miost studies found no statistical significant
Increased risks for congenital malformations in
users of SSRIs

Major limitations in previous studies
— | ow statistical power

— Uncertainfinformationion exposure
— EXxploratory analyses
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~ Any SSRI - Fluoxetine
Malformations' >2 minor anomalies*
Cystic kidneys? Cardiovascular malformations®

Anencephaly3 :
Craniosystosis® Cltalopram

Omphalocele3 >2 minor anomalies*
ASD? Cardiovascular malformations?®

Sertraline

Omphalocele’
Septal defects’
Anal atresia’
Limb-reduction’

Paroxetine

Malformations®:6

Cardiac malformations2.3.5.6.7
Neural-tube defects’
Clubfoot”

i

Wogelius, 2006, 2Kallén, 2007, 3Alwan, 2007, “Chambers, 1996,
SGSK, 2005, ®Bérard, 2007, "Louik, 2007, eDiav-Citrin, 2008, °Oberlander, 2008




"Darci

ICD -10
P29.3B

Term and
post-term infants

Incidence
1-2/1000

Mortality rate 15%

Vasokonstriktion

Mediafértjockning hypertrofi,hyperplasi
glatta muskelceller

Proliferation av fibroblaster
Deposition kollagen, elasatin
Mikrotrombos, nekros, inflammation




Peraistent Pulmonary. Hypertension of the Newborn:

= 3 studies

— Cohort study (Chambers, 1996)

= 2.7% PPHN among Fluoxetine exposed
compared with expected rate of 0.1%

—.Case control study (Chambers, 2006)
= OR = 6.1/(95%6:C11 2.2~ 16:8)1
=" Cohort study (Kallen, 2008)
* “RR” = 2.7 (95% Cl 0.9 — 6.3)




Cohort study - 2 sub-studies

Data
Nordic Health Registries T
= [nfants born in DK, El, IS, NO or SE 1994 2007
= Abortions > Gestational week 13 (Fl,NO,.DK)
Outcomes - _—

Vlaltormations, perinatal deaths, abortions
PPHN
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1994 1995 2003 2004 2005
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Prescribed Drug Register

"~ Cause of Death Register
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Abortion Register
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Abortion Register (induced, + indication) Sm0k'n9”)
PtR Neonatal Register

CDR CDR

PDR (+ dosage)
MBR

PtR

CDR

——

PDR
MBR (4 gw 22, induced abortions, + BMI) PDR

PtR MBR (4: gw 28, + alcohol)
Psychiatry Register PtR (“psychiatric diagnoses”)
CDR CDR




Pregnant women in DK, FI, IS, NO, SE

|
Dispensed SSRI

90 d Birth

)_/ Psychiatric diagnosis

NO




All births in DK, FI, IS, NO, SE

Dispensed SSRI

—

Psychiatric diagnosis
—5> Y 9
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Infliximab and Infections In
Infants

T 4+ =




= Birth outcomes in newborns exposed to TNF-blockers
— Gestational length
— SGA
— Apgar scores
— Mode of delivery
— Malformations

.2 Risk of infections in infants exposed to TNF-blockers

-

— All infections

. il

= Specific infections
— Antibiotic use




ICRE August 19, 2008.in. Copenhagen

ldentification and Follow-up and outcome
recrutment in Medical assessment through
Birth Registries registries
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Froduct Statistics
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T .
Medical Birth Registry

Disease contrals
M =H3385

Natioral Patiert |
[[Eauze of Deatr Regstry

Healthy controls
M=EE207

Frescribed Drug
Register

Patiert Regizter

Rheurmatic Therapies

im Sweden

Medical Birth Regster

Register of Arti-

Cauze of Dezth Regster
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y - Only 25 infants born in Denmark or Sweden 1998-2006,
had been exposed prenatally to anti-TNF agents. Data is
too sparse to draw any conclusions concerning safety of
anti-TNF during pregnancy to date
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