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Overview

1. Classification of medicines in UK
2. Reclassification (“switch”)

3. Issues considered in switch of simvastatin
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Classification of Medicines in UK:
Prescription

Prescription Only Medicines (POM)

« Safety concerns
— Requires doctor’s supervision
— Contains substance(s) requiring investigation

— Requires injection

 All new medicines
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Classification of Medicines in UK:
Nonprescription

Pharmacy (P)
« Pharmacies (only)
« Under pharmacist/staff supervision
« US: “Behind-the-counter”
e Simvastatin

General Sales List (GSL)

 Pharmacy shelves, supermarkets
* Analgesics, cough-cold medications
« US: “Over-the-counter”
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Application to Reclassifty
Medicines: POM to P

« Safety profile

— Reports of adverse reactions

— Post-marketing surveillance studies
— Published literature

— Safety reviews

» Patient information (proposed labeling)

* Training and education of pharmacists & staff

« Evaluation by clinical expert (sponsor)
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Reclassification Process

1.  Submission of application to Medicines & Healthcare
Products Regulatory Agency (MHRA)

2. Application Review
— May include Committee on Safety of Medicines (CSM)

3. Consultation letter
4. Review of responses

5. MHRA action
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Zocor Heart-Pro®

Each Zocor Heart-Pro® film-coated tablet contains 10 mg ketoconazole, HIV protease inhibitors,
simvastatin erythromycin, clarithromycin, telithromycin
Simvastatin belongs to a group of medicines known as or nefazodone or if you are already taking a
xmmhMMhﬂwmmmhwmmWMWmmmhﬂMMMWMl|W“”Wm”hmqr¢hm”m”mﬂm”
in your blood. Too much cholesterol in your blood builds Please read the enclosed patient information
up in the walls of the arteries and causes plaques to form. leaflet for important safety information

'his can lead to a narrowing of the coronary arteries, just
like hard water furs up a water pipe. Heart attacks can then
happen when a blood clot forms in a narrowed coronary

Do not store the tablets above 30°(
Keep them out of the reach and sight of
children

Zocor Heart-Pro® is for people who have a moderate risk of D
coronary heart disease (heart disease due to build up of

ALS

LJI 1ques ||| Ihwrl ronary arteries) P10 9U|

yur Pharmacist can advise vou furthe
and help you to |[i|*nwh vour risk level.

ZIVCITINYY WIS LA L YTy Lyl ||II|-\\ VW TV LUV THIvTS LIIcatl

one tablet each d: Y.

Do not take Zocor Heart-Pro® if; you know that you have
liver disease, or you know that you have abnormal liver
function blood tests; you could become, are pregnant or
breast-feeding; you are allergic to any of the ingredients:
vou have had muscle problems after taking a cholesterol

lowering medicine in the past; you are taking itraconazole, 027097

Merck background package, p. 343
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Questionnaire

Hearl-Pro | HEART HEALTH

ZOCOR HEART-PRO®
QUESTIONNAIRE

Merck background
package, p. 348
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Patient Information Leaflet

Zocor Heart-Pro- 2555

Zocor

pp. 344,
345
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Public Consultation Letter:
Issues Considered by MHRA

Potential for myopathy/rhabdomyolysis
Potential for liver toxicity

Possible use by pregnant women
Consumers’ abllity to self-diagnose
Consumer knowledge of LDL-C levels

Adequacy of pharmacy staff training
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MHRA: Potential for
Myopathy/Rhabdomyolysis

Sufficiently rare ____

e tablets can affect the muscles. If this problem

1N be serious especially if you continue to take the

Adequate Warnlng drlar' *—»tup tahmu your tablets |rr'|m£rr_liéil and check with your

doctor if you develop :: eralised scle pain, tenderness or
o not take tf table (O . - = . E & o il it 2l
Bo not take th ) ! (NEss, | s clearly the result of flu, unaccustomed

* know you h .
ise, or recent strain or injury.

In addition to the medicines listed Iin the section “ls
= '@ right for me?” this medicine can react with the
to cause muscle problems:

1 n |r‘ﬂrr'||moE.upp:|rf-:-5~‘-'anE medicinge).
|'T ering medic holesterol-lowering medicines | as bezafibrate,
gemhbrozil and high Iij{l.:._.-f_-i of niacin or nicotinic acid (more
than 1UEIG-r1|n day|

[ -Jhna r, rltu
the antid sant nefazodone.
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MHRA: Potential for Liver Toxicity

* Extemely rare
. . . ¥ WHILE YOU ARE TAKING ZOCOR HEART-PRO®
— routine teStmg not reqwred fery re these tablets can affect the muscles. If this problem

ontinue tutul-t_ the

Adequate warnings

g apF-rr-Jn jt

or are taking ce
drink more than 4 units of alcohol a day for men and 3 units of fion to
alcohol a day for women (one unit is 1/2 pint of lager, a pub part-Pro® ”‘f“‘ T e
measure of wine or one short):

dare

i your skin or whites of your e turm 3 QW Or your urine
r rl‘;i:.-na  OF St A dppears very |j3r|~:; In colour, 1I‘='-:
zodone. [.Jl"f"‘b|“ﬂ
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MHRA:
Possible Use by Pregnant Women

* Not a concern
« Labeled for use by women 55 and over
( Adeq uate Warnings ' 1S ZOCOR HEAF-{‘I_':-FHO'-"?"HIGHT FOR ME?

Do not take th

told you have

ay for men and 3 units of

s could become pregnant, are pregnant, are planning
become pregnant, or are breast feeding;
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MHRA: Consumers’ Ability to
Self-Diagnose

« Pharmacist-assisted identification of (moderate) risk
— Age
— Risk factors

 Questionnaire

» Patient Information Leaflet (PIL)
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Questionnaire

1 |ABOUT YOU...

Are you:
¢ Male and aged 45 to 547 I:l Male and aged 55 to 707 I:l

* Female and aged 55 to 70? I:l
AGE

* |f you are female, have you reached the menopause? Yes I:l No I:l

If none of these applies to you, talk to the pharmacist before going further.

Do any of the following risk factors apply to you?

» Current smoker, or a smoker within the last five years Yes I:l No I:l

¢ A family history of early heart disease:
- your father or brother had a heart attack or

R I S K FACTO RS angina before the age of 55

- your mother or sister had a heart attack or
angina before the age of 65 Yes I:l No I:l

Angina is heart pain in the chest brought on by exercise or exertion.

» Overweight Yes I:l No I:l

Your pharmacist can help with this if you know your height,
weight and waist measurement.

Height |:| vinormem  Weight |:| stonerkg Wais’[l:lin,-‘l:m

e Family origin from South Asia* Yes I:l No I:l

(for example, India, Pakistan, Bangladesh or Sri Lanka)
“Being of South Asian origin means your risk of heart disease is higher.
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Patient Information Leaflet

ZacorHeart-Pro |

You are likely to be at moderate risk if you are a man aged 55 or over.

You are also likely to be at moderate risk It you are a man aged AGE
etween 45 and 54 or a woman aged 55 or over and you answer
o one or more of the guestions below:

Do you have a parent, brother or sister who suffered a

attack younger than 55 for men or 65 for women?

Do you smoke or have you smoked within the past 5 '-'Er';ar'*"?'

Are you -'meHu- 11?7 This means you have a body mass inde RISKS
over 25 k¢ q..-rr*‘- (your weight in i-ll-_--b divided by your f“n.irzl_:_,hr_ In

metres squared), or your waist is greater 'rh.'ﬂr"u 40 inches or

102 em (for men), or 35 inches or 88 cm (for women). Your

pharmacist can help you answer [hiq question.

Are you of South Asian origin i.e. from the Indian subcontinent

that includes India, Bang |r'l.:1l:-':i| F’ ikistan or Sri Lanka?

- -
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MHRA: Consumer Knowledge
of LDL-C Levels

* Reducing LDL-C reduces risk of CHD

* No specific requirement to know initial LDL-C or
monitor after starting

— ldentification of consumers at higher risk
(Questionnaire — Medical History)

— Opportunities to determine LDL-C levels
— Referral to doctor
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MHRA:
Pharmacy Staff Training Package

* Prepared in consultation with National
Pharmacy bodies

» Distributed to pharmacists and medicine
counter assistants

* Education:
— Pathophysiology of CHD and major risk factors

— Contraindications, precautions, possible adverse
effects

— Other interventions (e.g., lifestyle changes)
%A Joint NDAC/EMDAC Meeting 20
r January 13, 2005



Responses to Consultation Letter

 Circulated within health services (> 250)

* 100 responses:
— NHS Trusts (21)
— Pharmacy bodies (14)
— Healthcare professionals (12)
— Royal medical colleges (9)
— Patients (6)
— Industry (5)
— Other (33): medical bodies, academia, replies with no comment
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Responses to Consultation
Letter: POM to P Switch?

Yes

9%
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Concerns Raised in Response
to Consultation Letter

Dose (10 mg) too low / no clinical trials (= 40%)
* Need for cholesterol testing (= 27%)

* Need for liver function testing (= 21%)

Potential to ignore lifestyle changes (= 21%)

Cost of OTC statins (= 21%)
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Concerns Raised in Response
to Consultation Letter

Pharmacist burden/training (= 16%)

* Record keeping/patient management (= 16%)

Interactions with other medications (= 10%)

Side effects (= 10%)
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Summary

No direct or indirect danger to
consumer health without medical supervision
BUT. ..

“with the advice of a pharmacist and supported by a
comprehensive pharmacy training package.”
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