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UK Legislative and Regulatory Requirements 1

• Article 5, Directive 2001/83
Excludes from the Directive provisions medicinal products supplied in
response to an order from an authorised healthcare professional for use
by his/her individual patients on his/her direct personal responsibility

• Section 10 Medicines Act 1968
Allows a pharmacist to prepare or dispense a product which does not
have a marketing authorisation

- in response to a prescription from an authorised healthcare
professional

- to supply to a patient following a consultation

- may prepare a stock in anticipation of demand
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UK Legislative and Regulatory Requirements 2

• Manufacturing (Specials) Licence

Exempts the holder of a ML (Specials) Licence from the requirements of
a marketing authorisation for the manufacture of medicinal products

- Product supplied to meet the special needs of a patient

- Product supplied to healthcare professional or to a pharmacist for
supply to a patient

- No advertising

- Manufacturing facilities comply with the requirements for GMP

- Manufacturing procedures ensure the product meets the specification
of the prescriber
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Standards for Unlicensed Medicines in the UK

Role of the British Pharmacopoeia (BP)

• Pharmacopoeias create publicly available standards for
medicinal products

• The monographs of the BP are legally enforced by the
Medicines Act 1968.  Where a pharmacopoeial monograph
exists, medicinal products sold or supplied in the UK must
comply with that monograph

• The BP contains monographs for finished dosage forms

• It would be possible to create enforceable standards for
finished product formulations of unlicensed (unauthorised)
medicinal products by publication of monographs in the BP
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Standards for Unlicensed Medicines in the UK

Process for BP

• General chapter

• General monograph

• Individual monographs
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Standards for Unlicensed Medicines in the UK

BP General Chapter

• Background to the use of unlicensed medicines

• Legal requirements

- Directive 2001/83

- Medicines Act 1968

- ML (Specials) Licence

• Ethical Considerations

- Role and responsibilities of the prescriber

- Role and responsibilities of the manufacturer and supplier

- Guidance

- Communications

• Labelling guidance

• Standards for preparation and manufacturer
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Standards for Unlicensed Medicines in the UK

BP General Monograph

• Definition

An unlicensed medicine is one which is prepared at the request of an authorised
healthcare professional to address patient medical requirements, unmet by current
licensed medicines

• Scope

Dosage forms routinely manufactured or prepared as unlicensed medicines

• Production

• Labelling requirements

• Medicinal substances and excipients

• Oral suspensions

- Dissolution tests

- Homogeneity of suspension
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Standards for Unlicensed Medicines in the UK

BP Monographs

• Include statement “There are currently no licensed formulations in the United Kingdom”

• 10 new monographs in BP 2008

- Caffeine citrate oral solution

- Caffeine citrate injection

- Dantrolene oral suspension

- Menthol in aqueous cream

- Mercaptopurine oral solution

- Paediatric phenobarbitone oral solution

- Sodium bicarbonate oral solution

- Sodium chloride oral solution
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Standards for Unlicensed Medicines in the UK

Future Work

• BP Expert Advisory Group for unlicensed medicines

• Work programme for 10 new monographs per year

• Introduction formulations to the General chapter of the BP

• NHS Extemporaneous Working Group

• National Advisory Board for Manufacture in the NHS
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Standards for Unlicensed Medicines in the UK

Summary

• BP monographs create enforceable standards for
unlicensed medicines in the UK

• The BP 2008 includes a general chapter, a general
monograph and individual monographs for unlicensed
(unauthorised) medicines

• An annual programme of work is in place to develop
monographs for unlicensed medicines
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ANY QUESTIONS

Ged.lee@mhra.gsi.gov.uk
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NATIONAL EXPERIENCES OF
FORMULARIES:

THE ITALIAN EXPERIENCE

Maurizio Cignitti
Istituto Superiore di Sanità

Roma, Italy

16/06/2007

Galenical preparations in many Codex

Ricettario Fiorentino (1498-1789)
Codice Farmaceutico (Venice 1790)
Codice Farmaceutico Romano (1868)

Italian Pharmacopoeia 1th Edition (1892)

TRADITION
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1972 The 8th Ed. of the Italian Pharmacopoeia is 
published in three parts:

- General Prescription and General Methods
- Monographs of starting materials
- Galenic Formulary

1988 The Galenic Formulary is published in two  
separate volumes as National Formulary

SCIENTIFIC/CULTURAL PROGRESS

More than 300 Monographs on formulated preparations:

- Generics,
- Large Volume Solutions,
  Monograph Format: Therapeutical category, Composition, 

       Preparation, Characters, Identification,
       Tests, Label, Expiring date, Posology

-Traditional magistral preparations.

NATIONAL FORMULARY
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▪ Monographs on Generics and Large Volume Solution: for
  use by industry since recognized by licensing authorities
  for the marketing authorization procedure.

▪ Standards for use by pharmacists for the preparation of
  officinal and magistral formulae.

NATIONAL FORMULARY

Specifications of a given formulated preparation monograph
published in more than one National Pharmacopoeia/Formulary
(legally binding) of EU Member States are to be harmonised.

The example of the monograph “Paracetamol tablets”.

REGULATORY ENVIRONMENT
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Revision of the format of the formulated preparation monographs:
deletion of the sections not related to the quality

Publication of such monographs in a specific section of the
Pharmacopoeia (11th Ed. 2002)

Where are we now?

More than 30 monographs on generics harmonised, at least, with
those present in the BP.

OUR NATIONAL HARMONISATION PROGRAMME

Compulsory “guides” issued by our national Pharmacopoeia Authorities in order to
have a Quality Assurance System:

-  Good Practices for the preparation of medicinal products in pharmacies.
    (compulsory since 2003)

-  Good Practices for the preparation of  radiopharmaceutical products for Nuclear
   Medicine.
   (published: 2005; mandatory: 2008)

Specifications of the used starting materials are to be in line with
-  relative monographs in the Ph.Eur. or in a Pharmacopoeia of a EU
   Member State
-  the european general monograph “Substances for pharmaceutical use”.

PREPARATORY ACTIVITY MADE BY PHARMACISTS
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Guidelines have been/are going to be issued in others EU Member
States.
The responsibility of such “rules” is not always under the “umbrella”
of National Pharmacopoeia Authorities; indeed Licensing Authorities
and Inspectorates are more involved than NPA.

A unified European approach of these issues is positively needed.

PREPARATORY ACTIVITY MADE BY PHARMACISTS
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National Formulary

The french experience
Jean-Claude Chaumeil

Strasbourg 16/6/07

Historic

French National Formulary

1st edition published in 1974
Supplementary monographs in 1977

120 formulae
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Contents of the 1st edition

Several various dosage forms :
Oral : cachets, tablets, potions,

syrups
Rectal : suppositories, enema
Local : ointments, cream
Parenteral : unit injections,

infusion

Reglementation
 Officinal preparations

 Registered in Pharmacopoeia (National
Formulary)

 Manufactured in :
 Community Pharmacies
 Hospital Pharmacies
 Industrial Factories

 Registered for some formulae in a
special list :
 « officinal divided products »
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French and foreign practice

 Specialized community Pharmacies
 Small and medium factories :

 Cooperative
 Traditional medicine

 Large diffusion in french-speaking
countries :
 North Africa : Algeria and Tunisia
 Central Africa

Updating works (since 2002)
Removal substances

potential risks : animal origin :
peptone

unliked secondary effects  :
camphor, chloral hydrate

non or badly defined : white
wine (!)
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Updating works (since 2002)
Removal formulae

Obsolete dosage forms :
cachets

Difficult to manufacturing in
community Pharmacies :
parenterals

General principles for the new
edition

 Removal  of any patent medicine formula
(in France and Europa)

 But : if any difference (ex. for an
excipient) the formula would be registered

 Raw materials : to be registered in the
Pharmacopoeia

 If doubt on therapeutic interest : opinion
of the Marketing authorization Committee
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Connections between FP 10th

and NF
 FP : no direct

therapeutic use
 Alcohol for

technical uses
 Saccharose

solution
 Concentrated

sodium
hypochlorite
solution

 NF : direct
therapeutic use

 Alcohol for medical
uses

 Simple syrup
 sodium

hypochlorite
solution (diluted)

What other formulae?

 With demonstrated clinical interest

 Currently  manufactured in
community Pharmacies

 Reported by Hospital Pharmacies
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Telereporting of Hospital
Preparations to « AFSSAPS »

 Hospital preparation : every drug
prepared in conformity with the
Pharmacopoeia recommendations,
…in absence of patent
medicine,…intended to in- or
outpatients,…one or several
prescribers,…

 Inventory since 2004
 Reporting of any new preparation

Monography content (I)
preparation

 EP reference
 Qualitative and quantitative formula
 Pharmacopoeia reference and use for

every component
 Manufacturing procedure

 Referring to officinal and hospital GMP
 Materials
 Possible cautions
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Monography content (II)
Controls

 Characters
 Identification
 Assay/Dosage

 of main component (s)

 Storage
 Clinical use : ATC classification

COMPRIMES PLACEBOS
La préparation satisfait à la monographie de la Pharmacopée Européenne : 
COMPRIMES NON ENROBES (0478)
DEFINITION
Formule

Ph. Eur.Lubrifiant0,004 gMagnésium
(Stéarate de)

Ph. Eur.Agent de
désagrégation

0,020 gAmidon de maïs

Ph. Eur.Excipient0,400 gCalcium
(Hydrogénophosph
ate de) dihydraté

RéférentielFonctionQuantité/unitéComposant

PREPARATION
Mélangez les trois composants jusqu’à l’obtention d’un mélange homogène, comprimez avec des poinçons plats ou
concaves de dimensions appropriées (de 8 à 9 mm de diamètre).
CARACTERES
Aspect : comprimés non enrobés, non sécables, blancs brillant, de forme plate ou bombée, de diamètre de 8 à 9 mm.
IDENTIFICATION
A.Broyez 2 comprimés et mettre la poudre obtenue en suspension dans 10 ml d’acide nitrique dilué R (1058402),
filtrez, la solution satisfait à l’essai des phosphates (2.3.1).(b).
B.Procédez comme ci-dessus, la solution ²satisfait à la réaction d’identité du calcium (2.3.1).
ESSAI
Uniformité de masse : les comprimés placebo satisfont à l’essai d’uniformité de masse des préparations présentées
en unités de prise.
Désagrégation : les comprimés placébo satisfont à l’essai de désagrégation des comprimés et des capsules.
Remarques :
- -Les réactions d’identité sont à valider.



8

Some questions (I):
 Excipient choice

Free or imposed?
 Ex. : Placebo tablets

 Calcium (hydrogenophosphate)   0.40 g
 Maize starch                                    0.02g
 Magnesium (stearate)                    0.004g

Validated formula

Some questions (II):
 time of use
Several options:

o Same stability period : 1 or 2 monthes?
o Determine a shorter or longer stability

period following the raw materials and/or
drug stabilty?

o Leave to the manufacturer responsability?
(for officinal divided products)
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Some questions (III):
Feasability of control techniques

 To be carried out in :
 Community Pharmacy?
 Hospital Pharmacy?
 Industrial Factory?

 Possibility to subcontract them?
 As simple as possible

Registration demand form
 Name
 Actual context : magistral, hospital?
 Preparing frequency
 Demonstrated Clinical use

 Using conditions
 Patients
 Contrary indication(s)

 Detailed composition
 Analytical controls
 Bibliographic references
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Results
formulae :

Retained : 23

Under study : 31

Main Reported hospital
preparations : 20
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FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

Federal Agency for Medicines
and Health Products

(FAMHP)

The Therapeutic Magisterial Formulary
The Belgium Experience

16.06.2007
Paule Jacqmain
Advisor general
Head of the department
“Production & Distribution”

1FAMHP/NB/PJ
16/06/2007

2
FAMHP/NB/PJ
16/062007

FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

AGENDA

1. History
2. Elaboration
3. Content

• Pharmacists
• Doctors

4. Publication
5. How to improve the quality of magisterial preparations
6. Raw materials used by pharmacists (retail and hospitals)
7. Principles in relation with the Good Pharmaceutical

Practices
8. Conclusions
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FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

1. History

• January 1997

   Suppression of the reimbursement of many raw materials

• March 1997

   Reimbursement of the majority of the raw materials on
   2 conditions :

- Therapeutic Magisterial Formulary

- Guide of good pharmaceutical practices
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FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

• Mid 1997

  - Publication of Royal Decree 19.12.1997 on
    the quality of raw materials used by pharmacists
    to realise magisterial and officinal preparations

  - Creation of an informal working group on the
    Therapeutic Magisterial Formulary

• Mid 1998

   Submission of the conclusions of the working group to the
Ministry of Public Health
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FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

• 11 November 1998

   - Organisation of a seminar by the Ministry of Public Health

   - Support by the Ministry to the initiative to publish this
     Formulary and to start with the dermatological preparations
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FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

2.  Elaboration of the Therapeutic
     Magisterial Formulary (TMF)

• Decision that the Formulary will be an official standard

      - Creation of a new official subcommittee into the
              Belgian Pharmacopoeia Commission

- Approbation of this Formulary by Royal Decree of
              25.03.03
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• Decision to validate all therapeutic, economical, analytical
and pharmaceutical aspects of each preparation

   - Therapeutic validation

   - Economical validation

   - Pharmaceutical validation :

- Development of an appropriate formulation
       in the services of pharmaceutical
       technology in the Belgian universities

- Stability studies if necessary

- Performance studies in some cases
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FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

- Analytical validation :

- Development of an assay method (Ph. Eur.
  or other official Pharmacopoeia)

- Adoption by the Belgian Pharmacopoeia 
    Commission

- Acceptance criteria : 90% - 110%
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FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

3.  Content of the TMF – pharmacists :

• General principles of the magisterial preparations

- Analytical norms

- Rules of reimbursement

- Rules of labelling

- Examples of documents for the weighing

• General principles for dermatological preparations

   (Chapters on basis of pharmacological and therapeutic
    activities)
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FEDERAL AGENCY FOR MEDICINES AND HEALTH PRODUCTS

• Dermatological preparations

Usage, composition, method of preparation, 
storage conditions, shelf life, way of 
administration, possible recommendations


