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The CHMP Pharmacovigilance Working Party (PhVWP) held its March 2010 plenary meeting on 15-17
March 2010.

PhVWP discussions on safety concerns

Below is a summary of the discussions regarding non-centrally authorised medicinal products in
accordance with the PhVWP publication policy (see http://www.ema.europa.eu/htms/human/
phv/reports.htm). Any position agreed by the PhVWP for non-centrally authorised products forms a
recommendation to Member States.

The PhVWP also provides advice on centrally authorised products and products subject to ongoing
CHMP procedures to the Committee of Medicinal Products for Human Use (CHMP) on its request. For
safety updates concerning these products, readers are referred to the CHMP Monthly Report (see
http://www.ema.europa.eu/pressoffice/presshome.htm).

Antidepressants — Risk of bone fractures

Epidemiological studies show an increased risk of bone fractures in patients taking tricyclic
antidepressants or selective serotonin re-uptake inhibitors; the mechanism remains
unknown

The PhVWP concluded upon recommendations for the Summaries of Product Characteristics (SmPCs)
and Package Leaflets (PLs) regarding the risk of bone fractures for both tricyclic antidepressants and
selective serotonin re-uptake inhibitor antidepressants® (see Annex 1 for the Summary Assessment
Report).

The PhVWP informed the CMD(h) accordingly, and for the final wording to be included in the SmPCs

1 The recommendations of the PhVWP apply to the following active substances: 1) tricyclic antidepressants:
amitriptyline, clomipramine, dosulepin, doxepin, imipramine, lofepramine, nortriptyline; 2) selective serotonin re-
uptake inhibitors: citalopram, escitalopram, fluoxetine, fluvoxamine, paroxetine, sertraline.
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and PLs as well as practical information on the implementation, interested readers are advised to
consult the HMA website (http://www.hma.eu/cmdh.html) for upcoming information.

Isotretinoin for oral use — Risk of erythema multiforme

Patients should stop isotretinoin if a serious skin rash develops and see their physician

The PhVWP conducted a review of three types of severe skin reaction in relation to isotretinoin, a
treatment authorised for severe acne.

For Stevens Johnson syndrome and toxic epidermal necrolysis, the PhVWP concluded that the currently
available evidence does not support the addition of these skin conditions as adverse reactions to the
product information. As a routine measure, new information which may arise on Stevens Johnson
syndrome and toxic epidermal necrolysis will be reviewed within the assessment of the periodic safety
update reports to be submitted regularly by the marketing authorisation holders.

For erythema multiforme (a serious type of skin rash), the PhVWP concluded on recommendations for
the Summary of Product Characteristics (SmPCs) and Package Leaflets (PLs) for isotretinoin-containing
products for oral administration regarding this risk (see Annex 2 for the Summary Assessment Report).

The PhVWP informed the CMD(h) accordingly, and for the final wording to be included in the SmPCs
and PLs as well as practical information on the implementation, interested readers are advised to
consult the HMA website (http://www.hma.eu/cmdh.html) for upcoming information.

Lamotrigine — No evidence of increased risk of fatal liver failure

Lamotrigine may cause liver failure but an increased risk of fatal outcome has not been
confirmed

Following spontaneous reports of fatal liver failure, and because of a known causal relationship
between lamotrigine and liver failure, the PhVWP conducted an in-depth review of all reported cases.
The PhVWP concluded that there is no evidence for an increased risk of fatal liver failure causally
related to lamotrigine. As a routine measure, any new information on liver disorders with fatal outcome
will be kept under close monitoring (see Annex 3 for the Summary Assessment Report).

Omeprazole and esomeprazole — Risk of reduced plasma levels of
clopidogrel due to interaction

Concomitant use of omeprazole or esomeprazole in patients taking clopidogrel discouraged

The PhVWP contributed to the CHMP review of the latest data on the effects of concomitant use of
clopidogrel and proton-pump inhibitors (see Position Statement of 23 March 2010 on the Agency’s
website http://www.ema.europa.eu/). The PhVWP agreed to initiate the update of the product

information for omeprazole or esomeprazole in accordance with the outcome of the review. The
CMD(h) was informed accordingly, and the updates will be processed through the procedures for
nationally authorised products, including those authorised through the mutual recognition and
decentralised procedures, as applicable.
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PERFALGAN (paracetamol) 10 mg/ml solution for infusion — Risk of dosing
errors in infants resulting in overdose with serious outcome

PERFALGAN (paracetamol) solution for infusion contains 10mg/ml; accidental overdosing of
infants may have a serious outcome

PERFALGAN 10 mg/ml solution for infusion contains paracetamol and is indicated for the short-term
treatment of moderate pain, especially following surgery, or fever in situations where intravenous
administration is justified by an urgent therapeutic need or because other routes of administration are
not possible.

The PhVWP noted that, as of 31 December 2009, 22 cases of paracetamol overdose had been reported
worldwide in children aged 1 day to 1 year. The root-cause of this error lies in the confusion between
milligrams (mg) and millilitres (ml), with children being given x ml when x mg had been prescribed,
resulting in the administration of a dose 10 times higher than prescribed.

The PhVWP welcomed the fact that risk minimisation activities have been or will be initiated in Member
States as appropriate. These activities may include a direct healthcare professional communication and
a poster for paediatric wards in hospitals. These communication materials remind healthcare
professionals of the following:

e the strength of the solution is 10 mg paracetamol per 1 ml;

e the dose recommendation is 7.5 mg/kg paracetamol per administration to full-term neonates,
infants and children weighing less than 10 kg up to 4 administrations per day (i.e. 0.75 ml solution
per kg x 4 times/d);

e small volumes are administered in paediatrics;
e there is need for extremely careful prescribing and administration of the product.

For children weighing less than 10 kg, the PhVWP concluded that amendments to the
formulation/presentation of the product should be undertaken to minimise the risk of accidental
overdose. Proposals from the marketing authorisation holder have been requested by the French
competent authorities.

Serotonergic antidepressants — Risk of persistent pulmonary hypertension
of the newborn

Women should tell their physician and midwife if they have been taking a serotonergic
antidepressant during (late) pregnancy because of the risk of persistent pulmonary
hypertension of the newborn

The PhVWP concluded on recommendations for the Summaries of Product Characteristics (SmPCs) and
Package Leaflets (PLs) for products containing serotonergic antidepressants® with regard to the risk of
persistent pulmonary hypertension of the newborn after exposure in-utero (see Annex 4 for the
Summary Assessment Report).

The PhVWP informed the CMD(h) accordingly, and for the final wording to be included in the SmPCs
and PLs as well as practical information on the implementation, interested readers are advised to
consult the HMA website (http://www.hma.eu/cmdh.html) for upcoming information.

2 The review of the PhVWP covered the following active substances: citalopram, duloxetine, escitalopram,
fluoxetine, fluvoxamine, mirtazapine, paroxetine, sertraline and venlafaxine.
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For information on the centrally authorised products containing duloxetine, readers are referred to the
Agency’s website (http://www.ema.europa.eu/).

YASMIN/YIRA (ethinylestradiol 30ug + drospirenone) — Risk of venous
thromboembolism

New studies suggest that the risk of venous thromboembolism for YASMIN/YIRA
contraceptives is between those of second and third generation pills

Venous thromboembolism (VTE) is a condition in which a blood clot (thrombus) forms in a venous
blood vessel. If left untreated, the thrombus may limit blood flow in the leg or pelvis, causing deep
vein thrombosis, or travel towards the lung, causing pulmonary embolism. One to two % of cases of
pulmonary embolism are fatal.

VTE is a well-known but rare adverse reaction of oestrogen- and progestogen-containing
contraceptives. Epidemiological studies have shown that the incidence of VTE in women with no known
risk factors for VTE who use combined oral contraceptives (COCs) with a low dose (<50 pg) of
ethinylestradiol (EE) combined with levonorgestrel (“second generation pills”) is about 20 cases per
100,000 woman-years of COC use and about 40 cases per 100,000 women-years of COC use for
products containing low-dose EE and desogestrel/gestodene (“third generation pills”). In women who
do not take any hormonal contraception, 5 to 10 VTE cases occur per 100,000 woman-years. Around
60 VTE cases occur per 100,000 pregnancies.

Recently, two epidemiological studies were published®, both assessing the risk of VTE in current users
of different types of COCs. The results of these studies confirmed what is currently known about this
risk, but also suggested that the risk for the COCs YASMIN and YIRA might be higher than previously
estimated, and between those of second and third generation pills. Products called YASMIN or YIRA
contain 30pg of EE in combination with drospirenone.

The two studies were discussed by the PhVWP, and it was concluded that the new data should be
reflected in the Summaries of Product Characteristics (SmPCs) for YASMIN and YIRA products. The
amendment of the SmPCs will be processed via variations of the marketing authorisations within the
mutual recognition procedure.

Guidelines and general matters

Readers will find below a summary of the principal discussions on guidelines and other general matters
of an organisational, regulatory or methodological nature.

CHMP Guideline on Duplicate Detection and Management of Individual
Cases and Individual Case Safety Reports

The PhVWP was consulted on this guideline during its development led by the EudraVigilance Expert
Working Group. Interested readers are referred to the Agency’s website http://www.ema.europa.eu/
for the upcoming public consultation.

3 Lidegaard @, Lekkegaard E, Svendsen A, Agger C. Hormonal contraception and risk of venous thromboembolism:
a national follow-up study. Br Med J. 2009; 339: b2890.

van Hylckama Vlieg A, Helmerhorst FM, Vandenbroucke JP, Doggen CJ, Rosendaal FR. The venous thrombotic risk
of oral contraceptives, effects of oestrogen dose and progestagen type: results of the MEGA case-control study. Br
Med J. 2009; 339: b2921.
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Regulatory abbreviations

CHMP — Committee of Medicinal Products for Human Use
CMD(h) — Co-ordination Group for Mutual Recognition and Decentralised Procedures for Human
Medicines

EU — European Union

HMA — Heads of Medicines Agencies

PhVWP — CHMP Pharmacovigilance Working Party

PASS — Post-Authorisation Safety Study

PL — Package Leaflet

PSUR — Period Safety Update Report

RMP — Risk Management Plan

SmPC — Summary of Product Characteristics
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Annex 1

Summary Assessment Report of the PhVWP March 2010

Antidepressants - Risk of bone fractures

Key message

Epidemiological studies show an increased risk of bone fractures in patients taking tricyclic
antidepressants or selective serotonin re-uptake inhibitors; the mechanism remains unknown.

Safety concern and reason for current safety review

A possible association of selective serotonin re-uptake inhibitor antidepressants (SSRIs) with bone
fractures was discussed by the PhVWP in 2007 following the publication of a cohort study suggesting a
2-fold increased risk of clinical fragility fractures in adults of 50 years of age and older using SSRIs
over a 5-year period and two further studies in which a causal association between SSRI use and
reduced bone mineral density (BMD) was suggested. At that time it was noted that the signal appeared
to be consistent across different studies and, therefore, the marketing authorisation holders were
requested to further investigate this signal using data from clinical trials, spontaneous reporting and
the scientific literature.

Based on these investigations and newly available literature on antidepressants, the PhVWP conducted
their review of all available evidence for SSRIs as well as of tricyclic antidepressants (TCAs) [1-34].

Information on the data assessed

Results from animal studies were considered inconclusive with respect to the risk of bone fractures
associated with SSRIs. In December 2007, the CHMP concluded that further animal studies in this
respect were not justified.

From the pooled clinical trial data, the incidence of fractures among patients treated with paroxetine
was increased compared to the placebo patient group.

Overall, the nine observational studies were of good quality, except for one which was merely
descriptive and provided no usable risk estimates. All studies, however, had noteworthy limitations.
The cohort studies were small in study population size and suffered from inaccurate exposure
measurement, except for one which used longitudinal patient records from pharmacies. The case-
control studies using administrative databases were larger, and the substantial number of exposed
cases allowed the researchers to study the effects of dose and duration of current use. However, none
of the studies was able to investigate the effects of dose and duration simultaneously. Unlike the
cohort studies, the case-control studies were not or only partially able to adjust for potential
confounding factors, because information on confounding factors is mostly not available in
administrative databases. Three of the case-control studies performed sensitivity analyses, which
showed that the results could not be fully explained by these unmeasured factors.

Only one study was able to distinguish data by individual substances. However, exposure and hence
power was not sufficient for all substances to be studied in detail.

Pharmacovigilance Working Party (PhVWP)
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From the available data, no definite conclusion could be drawn regarding a dose-response relationship,
time relationship or the underlying mechanism, which remains subject of debate.

Outcome of the assessment

Considering the available evidence and taking into account the limitations and strength of the
evidence, the PhVWP recommended that a statement on the epidemiological findings of an increased
risk of bone fractures with SSRIs and TCAs should be included in the product information for these
products. The statement should also be explicit that the studies were mainly conducted in patients of
50 years of age and older and that the mechanism leading to this increased risk is unknown.

The recommendations of the PhVWP apply to the following active substances: 1) tricyclic
antidepressants: amitriptyline, clomipramine, dosulepin, doxepin, imipramine, lofepramine,
nortriptyline; 2) selective serotonin re-uptake inhibitors: citalopram, escitalopram, fluoxetine,
fluvoxamine, paroxetine, sertraline.
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Annex 2

Summary Assessment Report of the PhVWP March 2010

Isotretinoin for oral use - Risk of erythema multiforme

Key message

Patients should stop isotretinoin if serious skin rash develops and see the physician.

Safety concern and reason for current safety review

This safety review was initiated by a marketing authorisation holder with the view of adding erythema
multiforme, Stevens Johnson syndrome and toxic epidermal necrolysis to the Summary of Product
Characteristics (SmPCs) and Package Leaflets (PLs) of their product containing isotretinoin for oral
administration.

The concerns arose from spontaneous case reports on these serious skin conditions and therefore the
cases were assessed as to whether there was a possible causal association.

Information on the data assessed

A thorough assessment of all worldwide spontaneous case reports of erythema multiforme (44 cases),
Stevens Johnson syndrome (15 cases) and toxic epidermal necrolysis (5 cases) and the scientific
literature was undertaken at the level of the PhVWP.

In all cases of toxic epidermal necrolysis, the patients were receiving other medicines or had
concurrent infections that are known to be associated with this serious skin condition. Given these
alternative explanations as to why the individuals developed the skin condition, it was considered that
a causal association could not be established.

For Stevens Johnsons syndrome, in many cases there were likewise alternative explanations for the
occurrence of this skin condition or the information in the case reports was too limited, and therefore a
causal association could not be established.

Erythema multiforme was the most commonly reported of these serious skin conditions. In more than
half of the cases (26 cases) there were no alternative explanations for the occurrence of this skin
condition. In some cases (7), there was clear evidence that the patient recovered from the condition
after isotretinoin was stopped, and in some other cases (4) there was evidence that the erythema
multiforme rash reoccurred when isotretinoin was reintroduced. Overall, the cases of erythema
multiforme were considered to provide sufficient evidence to suggest a causal association with
isotretinoin.

Erythema multiforme is a serious form of skin rash, appearing initially as circular patches, often with a
central blister, usually on arms and hands or legs and feet but can affect any part of the body.
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Outcome of the assessment

Based on the available data, the PhVWP concluded with the recommendation that the risk of erythema
multiforme should be added to the Summary of Product Characteristics (SmPCs) and Package Leaflets
(PLs) of products containing isotretinoin for oral use as an adverse reaction, with advice to patients to
stop isotretinoin if serious skin rash develops and to see the physician.

For Stevens Johnson syndrome and toxic epidermal necrolysis, the PhVWP concluded that the currently
available evidence did not support the addition of these skin conditions as adverse reactions to the
product information. As a routine measure, new information which may arise on Stevens Johnson
syndrome and toxic epidermal necrolysis will be reviewed within the assessment of the periodic safety
update reports to be submitted regularly by the marketing authorisation holders.
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Annex 3

Summary Assessment Report of the PhVWP March 2010

Lamotrigine — No evidence of increased risk of fatal liver
failure

Key message

Lamotrigine may cause liver failure but an increased risk of fatal outcome has not been confirmed.

Safety concern and reason for current safety review

Cases of fatal liver failure in association with lamotrigine were reported spontaneously; some of them
were published in the scientific literature. This raised concern, in particular relating to young women.

Lamotrigine is known to be causally related with elevated liver enzyme levels, liver dysfunction and
liver failure, and doses should be reduced in patients with hepatic impairment. This is already reflected
in the product information.

Given the fatal outcome of the case reports, a review of the new concern was requested from the
original marketing authorisation holder.

Information on the data assessed

12 cases of fatal liver failure had been reported, out of which 6 concerned women in the age range of
15 to 35 years. In this age range, there was no report for male patients. At least 3 out of the 6 young
females experienced adverse events suggestive of a hypersensitivity syndrome resulting in fatal liver
failure.

In some patients, the concomitant use of valproic acid may have caused or contributed to the fatal
liver failure. Valproic acid is known to cause hepato-biliary disorders with fatal outcome and the
inhibition of glucuronidation of lamotrigine by valproic acid is mentioned in the product information for
lamotrigine.

In 6 cases (4 female, 2 male), there was concomitant use of paracetamol which is known to cause fatal
liver failure in overdose. In 1 case out of the 6, paracetamol was indicated as the suspected medicine
to have caused the fatal liver failure.

Other risk factors for fatal liver failure were reviewed for each case.

Outcome of the assessment

After this in-depth review of all reported cases, the PhVWP concluded that there is no evidence for an
increased risk of fatal liver failure causally related to lamotrigine. There were 6 cases of fatal liver
failure reported with concomitant use of lamotrigine and paracetamol, and excluding the cases with
alternative risk factors, there seems to be only 1 case concerning a possible causal relationship with
concomitant use of lamotrigine and paracetamol. This single case does not provide evidence
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warranting amendments to the product information with regard to a possible interaction between these
two active substances. As a routine measure, any new information on liver disorders with fatal
outcome will be kept under close monitoring.
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Annex 4

Summary Assessment Report of the PhVWP March 2010

Serotonergic antidepressants — Risk of persistent pulmonary
hypertension of the newborn

Key message

Women should tell their physician and midwife if they have been taking a serotonergic antidepressant
during (late) preghancy because of the risk of persistent pulmonary hypertension of the newborn.

Safety concern and reason for current safety review

The PhVWP considered new studies published in the scientific literature with regard to a possible risk
for persistent pulmonary hypertension of the newborn (PPHN) when the mother has taken a
serotonergic antidepressant during pregnhancy.

PPHN is a condition where a newborn's blood circulation system does not adapt to breathing outside
the womb due to high blood pressure in the lungs. In this condition, the blood flow in the lungs and
heart is abnormal and the newborn cannot get enough oxygen into the blood, making the baby breath
faster and appear bluish. These symptoms of PPHN usually begin within 24 hours after birth. In the
general population, 1 to 2 cases of PPHN occur per 1000 births.

The review of the PhVWP covered the following active substances: citalopram, duloxetine,
escitalopram, fluoxetine, fluvoxamine, mirtazapine, paroxetine, sertraline and venlafaxine.

Information on the data assessed

Since the last review of this safety concern in 2006/07, three new studies have been published in the
scientific literature [1-3].

An epidemiological study [1] used data from the Swedish Medical Birth Register from 1997 to 2005 to
evaluate an association between the use of selective serotonin re-uptake inhibitors (SSRIs) during
pregnancy and PPHN and supported the results from a previously published study [4], which had
shown an association between the use of SSRIs during pregnancy and PPHN. The new study [1] was
considered to provide stronger evidence because the exposure information was collected prospectively,
while the previous study [4] was based on retrospective collection of data on medicines used during
pregnancy.

Another study [2] sought to determine the prevalence of PPHN among infants whose mothers were
exposed to antidepressants in the third trimester of pregnancy and found no association between
SSRIs and PPHN. The study was considered to have several limitations, including incomplete detection
of PPHN cases and the small overall number (5) of identified cases. This means that the study did not
have sufficient power to detect an association, if any, of PPHN and exposure to SSRIs in late
pregnancy. Other limitations of the study refer to missing information on potential confounding factors
such as maternal body mass index, smoking, exposure to alcohol and substance abuse.
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A further study [3] evaluated the effect of fluoxetine on rat pulmonary and vascular smooth muscle
mechanical properties and on cell proliferation. The study concluded that in-utero exposure to
fluoxetine induces pulmonary hypertension in the foetal rat, as a result of an increase in pulmonary
vascular smooth muscle proliferation.

Outcome of the assessment

The PhVWP concluded their review with recommendations to update the product information of
serotonergic antidepressants. While the available evidence refers to SSRIs, the PhVWP concluded that
the product information for other serotonergic antidepressants (duloxetine, mirtazapine, venlafaxine)
should also be updated, though specifying that the evidence was gained from SSRIs. This conclusion
took into account the similar mechanism of action of these three substances.

The updated product information should make patients and healthcare professionals aware of the risk
of PPHN and encourage women to report to their physician and midwife if they have been taking a
serotonergic antidepressant during pregnancy, particularly in late pregnancy. It should also urge
parents to contact the physician or midwife immediately if symptoms of PPHN occur.

In quantitative terms, the risk of PPHN after in-utero exposure to serotonergic antidepressants was
considered very low (approximately 5 cases per 1000 births).
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