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Topics

Some Pharmacovigilance concepts
Why don’t we know all the side effects of a medicine?
What are the new requirements for risk management plans

What does a risk management plan look like

How does it affect patients?
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The Drug Development Programme

m Cost of $1.3 - $11 Dbillion

m Median time 11 years
(range 3 - > 25 years)

m Median 1480 patients exposed
(range 129 - 9,400)
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What we know at the end of the clinical trial programme
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What we don’t know

Efficacy

What happens when the drug is
used in normal practice

What is its adverse event profile
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People often excluded from clinical trials

m= Young
m Elderly

m  \Women of childbearing age

= Pregnant women

m Certain ethnic groups
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People often excluded from clinical trials

m  people with concomitant disease
¢ cardiac disease
¢ renal disease
¢ hepatic disease
*

multiple impairments

" people on concomitant medication
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Other ADRs which are unlikely to be identified in
clinical trials

" adrs which have a long latency

" adrs which need prolonged exposure

" adrs due to cumulative effects

® adrs which are rare

B adrs which mimic common diseases
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When to licence?

We want drugs
to be as safe
as possible

Time ——




&)

FUROPEAN M F.I";I(",I NES AGENCY

The Positive Benefit Risk Balance

4 )

the benefit risk
balance has gone down

%to 4.3 y
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What we actually mean

At the time the medicine iIs
authorised, the benefits
outweigh the risks for the

average patient in the approved

Indication

10




&)

FUROPEAN M F.I";I(",I NES AGENCY

The Risk management System

Definition:

a set of pharmacovigilance activities and
Interventions designed to identify,
characterise, prevent or minimise risks
relating to medicinal products, including the
assessment of the effectiveness of those
Interventions




&)

FUROPEAN M F.I";I(",I NES AGENCY

New RMP structure

Part | Product(s) Overview

Part Il Safety Specification

Part Il Pharmacovigilance Plan

Part IV Plans for post-authorisation efficacy studies
Part V Risk Minimisation Measures

Part VI Summary of the RMP

Part VII Annexes

RMP is substance based
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Information Flow In the RMP

Product Overview

/\

Safety Efficacy

Safety Specification

1 ;

Pharmacowgllance Plan Plans for post-authorisation
l efficacy studies

Risk Minimisation Measures

\

Summary of the RMP
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Safety specification

— T,

Drug

Pharmacodynamics
Pharmacokinetics
How will it be used?
Adverse event profile
Class effects?

Interactions? 1
L evel of confidence?

Important identified risks
Important potential risks
Important missing information

'
Safety concerns
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Part Ill: Pharmacovigilance Plan

Safety concerns

Risk Min Measures

Additional PhV

activities
Rouhtlne active surveillance Mea_Lsure
P. V case control studies effectiveness
activities

cohort studies
record linkage (eHR)
drug utilisation
clinical trials
Pre-clinical studies
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Part 1V: Plans for post-authorisation efficacy studies

Applicability of efficacy to all patients in the target population

List of post-authorisation efficacy studies
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Part V: Risk Minimisation Measures

Safety concerns

Prevent or minimise

T

Routine risk Additional Risk
L. ] Minimisation
miniMmisation
Legal status
Pack size
SPC

Package leaflet
Labelling
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Summary of Product Characteristics (SmPC

1. NAME OF THE MEDICINAL FRODUCT

Fareston 60 mg tablets

I QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet confains $0 me toremifene (35 cirate).

Excipients: 30 mz lactose per tablet.

Far a full list of excipients, see section §.1

3. PHARMACEUTICAL FORM

Tablet.
Whire, round, flat, bevelled edge ablet with TO 60 on one side

4. CLINICAL PARTICULARS

41 Therapentic indications

First lme hormone treatment of hormone-dependent metastatic breast cancer m postmenopansal patents.

Fareston is not recommended for patisnts with estrogen receptor negative fomours.
41  FPosology and method of ad miniztration

Bosolozy

The recommended dose is 60 mg dadly.

No ..nse adjustment is needed in patients with renal insnfficiency.

Heputic impairmant
Toremifena should be used cautiously in patients with liver impairment (see section 5.1).

Pediatric wme
There & no relevant indication for use of Fareston in children.

Method of admini
Toremifens is administered erally. Toremifene can be taken with or without food.

43  Contraindications

- Pre-existing endomeirial bryperplasia and severe hepatic failure are confra-indications in long-term use

of toremifene.

- Hypersensitivity to toremifens of to any of the excipients.

- Both in preclinical investizations and in bumanz, changes in cardiac elecorophysiology have been
observed following exposure to toremifene. in the form of T prolonsation. For reasons of drag
safety, toremifens i therefore conmindicated in padents with:

- Congenital ar decumented acquired QT prolonzation

- Electrolyte dismrbances, particularly in uncorrected hypokalasmia

- Clinically relevant bradycardia

- Clinically relevant heart failure with reduced left-ventricular ejection faction

2

- Previous history of symptomatic arbrythmias.

Toremifens should not be used concummently with other drogs that prolong the QT imberval (s== also s=ction
4.5).

4.4 Special warnings and precantions for nse

Gymaecological examinatien should be performed before reatment administration, closely looking at
pre-existing endometrial abnormality. Afierwards gynascological examination shonld be repeated at
lzast once a year. Patients with addidonal risk of endometrial cancer, e g. patents suffering from
hypertension or diabetes, having hizh BMI (=30) or history of hormone replacement therapy should be
closely moniforad (see also section £.8).

Patients with a histery of severs thromboembolic diseass should generally not be reated with toremifans
(zee also secton 4 8).

Farezten bas been shown to prolong the QT«c interval on the elacrocardiogram in some patients in a dose-
related manner. The fellowing information regarding T-prolongation is of special impertance (for
contraindications see section 4.3)

A QT clinical stady with a 5-amm parallel desizn (placebo, moxifloxacin 400 me, teremifene 30 me, 80 me,
and 300 me) has been performed m 250 mals patients to characterize the effects of toremifens on the §Tc
interval duration. The results of this stady show a clear positive effect of toremifene in the 30 mg group with
mean prolonsations of 21 - 26 ms. Regarding the 20 mg group, this effect is siznificant as well, accordins to
ICH puidelines, with upper confidence interval of 10 - 12 ms. These results strongly suggest an imporant
dose-dependent effect. As women tend to have a longer baseline (JTc interval comparsd with men they may
be meore sensitive to QTc-prolonging medications. Elderly patients may alse be mors suscepdble to drog-
associated effects on the QT mterval

Faresten should be used with caution in patients with engoing proardrythmic conditions (especially elderhy
patents) such as acute nxyecardial ischaemsia or QT prolongadon as this may lead to an increased risk for
ventricular artrythmias (incl. Tersade de pointes) and cardiac arrest (see also section 4.3).

If zigns or symptoms that may be associated with cardiac amhythmia eccur during oeatment with Fareston,
treatment should be stopped and an ECG should be performed.

If the QTc interval is = 500 ms. Fareston should not be used.
Patients with non-compensated cardiac insufficisncy or severs angina pectoris should be closaly monitored.

Hypercalcemia may ooour at the beginning of toremifene meatment in patients with booe metastasis and
thms these patients should be closely monitored.

There ara no cystematic data available from patients with labile dishetes, from patients with severely
altered performance stats of from patients with cardiac faikure

Fareston tablets confain lactose (30 mgtabler). Patients with rare hereditary problems of galactose
intolerance. the Lapp Iactase deficiency ar glurose-galactose malabsorption should not take this medicine.

4.5 Interaction with ather medicinal products and other forms of interaction

An additive effect on T interval prolongation between Fareston and the following drugs and other
medicinal products that may prolong the (Tc interval canmet be excluded. This mizht lead to an increassd
risk of ventricular arrhythmias, inchiding Torsade de pointes. Therefore co-administration of Fareston with
amy of the following medicinal products is contraindicated (ses also section 4.3):
- antiarrhrythmics class A (e.z. quinidine, hydroquinidme. disopyramide) or
- antiarhythmics class I (e £ amiodarone, sotalol dofetlide. ihutilide),

- neuroleptics (e g phenothiazines, pimezide, sertindole, haloperidol, sultopride),

3
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Package leaflet

PACKAGE LEAF

INFORMATION FOR THE USER

Victora & mg/ml solution for injection in pre-filled pen
Lirglutide

Read all of this leaflet carefully hefore you start using this medicine.
Keep this leaflet. You may need to read it again.

- 11 you ha ny further questions, ask vour doclor, nurse il

- Thiz medicine has been cribed for you. Do not pass it on to othe
if their symptoms are the same as yours,

- I

1y harm them, even

= in this leaflet,

iy of the side effects gets serious, or Il you notice any side ¢ffects not
s tell your doctor, nurse or pharmacist.

I callet:

L. What Victoza is and what it is used for
2. Before you use Victoza

A How to use 071

4. Possible side effects

5.

6.

3 How to store Vietoza

1. WHAT VICTOZA IS AND WH/

Vietora contains
anly when blood su

tive substance lirglutide, It helps your body reduce your blood sugar level
is too high. Tt aken slows food passage through your stomach.

Victoza is used to treat type 2 disbetes mellitus when:

- metformin or a sulphonylurea alone (such as glimepiride or
tolerated dose are not enough to control your bleod suga

—  metformin in combination with 2 sulphonylures (
metformin in combination wi glitazone (such as rosigl
enough to control your blood sugar levels,

ihenclamide ) despite the maximal

fnepiride or glibenclamide) oe

azone or pioglitazone) ane not

choas

2. BEFORE YOU USE VICTOZA

gic (hypersensitive) to lirnglutide or any of the other ingredients of Victoza
sted in section 6, What Victozs: co

'l

Take speclal care with Victoza

i you are also tking a sulphor e (such as glimepiride or glibenclamide), your doctor m.
121l vou 1o test vour hlood sugar levels. This will help your doctor to decide if the dose of the
sulphonylurea needs to be changed,

Victoza should not be used if you have type | diabetes or diabetic ketoacidosis. Victoza should not be
used in child

n and adolescents under 18 years.

The use of Victoza is not recommended in patients with inflammatory bowel disease andfor dinbetic
gastroparesis,

1If you have symptoms of acute pancreatitis, like persistent, severe abdominal pain, you should consult
your doctor,

Using other medicines

Please tell your doctor, surse or pharmacist if you are taking or have recently taken any other

1.}
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Product Labelling
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1497-01

cerAzZoLIN
Equiv. to
500 mg
Cefazolin

SODIUM, USP

NoC 0002-
VIAL No. 767
© |
KEFZOL®

CAUTION--Faderol [U.5.A.) law prohib-
its dispansing without prescription.
for LM, or LY. Use
Dosoge—Seo literature,
To prepore solution add 2 mi Sterile
Water for Injection or 0.9% Sodium
Chloride Injection. Provides an approxi-
maote volume of 2,2 mL {225 mg per ml)
SHAKE WELL Protect from Light
Prior to Reconstitution: Store ot Con-
trollod Room Temperature 59° to 86'F
{15" 10 30°CI
After Recopstitution: Stors in o refrig-
orator. mo&_oa_wa Tima - See Accompa-
nying Literature. If kop! at room temper-
ature, use within 24
lyophilized
WV 4520 AMX

ER Lioy & G fud e, B BEIRE. WA
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Part V: Risk Minimisation Measures

Safety concerns

T

Routine risk Additional Risk
Minimisation
measures

Controlled distribution
Educational material
Patient alert card
Patient monitoring card
Training programmes

Package leaflet
Labelling
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Summary of the RMP

Possible options/tools to communicate information on the RMP

1. Updated EPAR summary template

— Incorporate key information on the main safety concerns and

measures taken to mitigate the risk

2. Produce a stand-alone RMP summary in lay
language

3. Tabulated information in the assessment report

22
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How does the RMP affect patients?

As a patient
Routine risk minimisation

Additional risk minimisation

Providing input into the RMP
Is the risk too great or should patients have the choice?
Balancing needs for access with needs to minimise risk

Is the educational material understandable?

23




	Risk Management
	Topics
	Slide Number 3
	Slide Number 4
	Slide Number 5
	People often excluded from clinical trials
	Slide Number 7
	Slide Number 8
	Slide Number 9
	Slide Number 10
	Slide Number 11
	The Risk management System
	Slide Number 13
	Information Flow in the RMP
	Slide Number 15
	Slide Number 16
	Slide Number 17
	Slide Number 18
	Summary of Product Characteristics (SmPC)
	Package leaflet
	Product Labelling
	Slide Number 22
	Summary of the RMP�Possible options/tools to communicate information on the RMP
	How does the RMP affect patients?

