
Q&A CIrculaires AMM         1/19 
   

 
 

FEDERAL AGENCY FOR MEDICINCES 
AND HEALTH PRODUCTS 

 
 
 
 

June 2015 
Ref.  

 
 
 
 
 
 
 
 
Questions and answers on Circulaire 439 ‘Bon usage des formulaires 
d’autorisation de mise sur le marché des médicaments à usage 
humain’ and Circulaire 522 ‘autorisation de mise sur le marché 
simplifiée pour les médicaments à usage humain- numéro 
d’enregistrement unique pour les médicaments à usage humain’. 
 
 



Q&A CIrculaires AMM         2/19 
   

Background 
The aim of this question-and-answers document is to provide clarification and harmonisation 
on 

− Circulaire 439 ‘Bon usage des formulaires d’autorisation de mise sur le marché des 
médicaments à usage humain’ published in 2004 and in force since 4/01/2005. 

− Circulaire 522 ‘Autorisation de mise sur le marché simplifiée pour les médicaments à 
usage humain- numéro d’enregistrement unique pour les médicaments à usage 
humain’ published in 2008 and in force since 09/06/2008.  

 
 
Document organisation 
The structure of this document is based on both the Circulars and AMM structures (see 
templates in annex). 
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Questions and answers 
I. QUESTIONS AND ANSWERS ON ‘THE NUMBER OF AMM 

DOCUMENTS’ 
 
The rules applicable to determine the number of AMM documents for a drug product are 
retaken in Circular 439. These rules are applicable to the 4 pages AMM and to the light 
AMM. 
 
How to determine the number of AMM documents needed for a parenteral drug product? 
How to determine the number of AMM documents necessary when the concentration of the 
solution is the same for different volumes of solution (e.g. solution for injection, powder for 
solution for injection)? 
 
Rule  
− For parenteral drug products, one AMM document will be requested for each strength 

(different product volumes or weight).  
e.g. a 2mg/ml solution available in 2ml, 5ml and 10ml presentations ⇒ 3 AMMs 

− When the packaging material is different, a separate AMM document is necessary even 
for the same volume/concentration of solution.  
e.g. a 5mg/100ml solution packed  

 in 150ml plastic bags and 150ml glass bottles ⇒ 2 AMMs 
 in 150ml plastic bags of different composition (different plastic foil materials) 

⇒ several AMMs 
− Particular cases 

When products of the same composition, same volume and same primary packaging are 
proposed with and without overpouch ⇒ 1 AMM for both presentations if shelf life and 
storage conditions are identical. 
 
When products of the same composition, same volume and same primary packaging are 
proposed with different connector systems; e.g. peritoneal dialysis/haemodialysis products 
with Stay safe and Sleep safe connector systems ⇒ 1 AMM for both connector 
systems. 

 
How to determine the number of AMM documents needed for a prefabricated drug 
product? e.g. a product is available in bottles and in a packaging form for which re-
conditioning by a pharmacist will be necessary. 
 
Rule  
Different AMMs and leaflets will be requested for  

o “Specialties” intended for direct use by the patients  
o “Prefabricated drug products” intended to be repacked in drugstores/hospitals by 

the pharmacists 
It means that 2 distinct registration numbers will be attributed to respectively the “specialty” 
and the “prefabricated drug product”. The mention “prefabricated drug product” needs to be 
retaken under the legal basis on the AMM document. 
 
e.g. a syrup conditioned in 180ml, 1L and 5L HDPE containers. 

o 1L/5L bottles are “prefabricated drug products” intended to be repacked by the 
pharmacists in the drugstores/hospitals ⇒ 1 AMM 

o The 180ml HDPE bottle is a “specialty” for direct use by a patient ⇒ 1 AMM 
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In case of blister packaging, how to determine the number of AMM documents needed in 
function of the materials used in the blister foils? What are the rules?  
 
− Rule  

Blister packaging or thermoformed packs constituted  
o of materials of same composition/different pack sizes may figure on the same 

document.  
e.g.  Alu/PVC blister; 10 or 30 tablets pack ⇒ 1 AMM 

o of materials of different composition   
Theoretically any difference in the foil composition should mean another document. 
Practically it has been decided for practical/historical reasons to keep the existing 
rule even if not scientifically justified: if the external materials of the foil are similar 
⇒ 1 AMM 
e.g.  Alu/PVC; Alu/PP; Alu/PE blisters     ⇒ 3 AMMs 
e.g. Alu/PVC; Alu/PVDC/PVC blisters     ⇒ 1 AMM 
e.g. PVC-PE-PVDC-PE-PVDC-Alu; PVC-PE-PVDC-Alu blisters ⇒ 1 AMM 

PVC-PE-PVDC-Alu; PVC-PVDC-Alu blisters   ⇒ 1 AMM 
e.g.      PVC/PVDC/Alu; PVC/Aclar/Alu blisters                                   ⇒ 1 AMM 
 
 

− Particulars 
o PVC clear/Alu ; PVC opaque/Alu blister ⇒ 1 AMM 
o Blister pack of a given composition with or without overpouch if the shelf life and 

storage conditions are identical ⇒ 1 AMM 
 

 
 
How to determine the number of AMM necessary in the case of a cytostatic drug product  
presented in vials and onco-vials? 
 
The difference between classical and Onco-vialsTM/ Onco-TainTM /Onco-safeTM vials is that 
they are passed through sleeve shrinking equipment, which shrink-wraps the sleeve over the 
vial. Onco-TainTM vials are further reinforced with a PVC bottom before sleeve shrinking. 
  
Classical vials and Onco-vials can be put on the same AMM document as long as the material 
in contact with the product is the same and that shelf life and storage conditions are identical. 
 
 
How to determine the number of AMM necessary in the case of a medicinal gas presented 
in compressed and liquefied states and in different containers? 
 
For general remarks and definitions regarding medicinal gases, please refer to the section 
composition.   
 
The rules for the number of AMMs for medicinal gases are retaken in the table next page. 
These rules reflect the cases already encountered at the FAMHP, they should cover most of 
the possible situations but can be extended if necessary.  
 
Rule for Medicinal gases other than Oxygen 
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                        gas cylinder (with isolated or integrated valve)   Pressure X 
Compressed gas     or        
       cylinder bundle     Pressure Y 

 
          ……………………......... 
            2 AMMs  
 
 
 
 
 
Rule for Oxygen 
 
 
 
 
 
            Pressure X 
      Isolated valve 
            Pressure Y 

                        Gas cylinder        
            Pressure X 
      Integrated valve 
            Pressure Y 

 
Compressed gas    
 
              Pressure X 
               

Cylinder bundle      
Pressure Y 

 
 
 
    Cryogenic vessel, fixed 
 

Liquefied gas  
at low pressure  
low temperature  
(cryogenic gas)   Cryogenic vessel, mobile       

 
          ……………………......... 
            8 AMMs  
 
II. QUESTIONS AND ANSWERS ON ‘PRESENTATION AND 

CONTENT OF THE AMM DOCUMENT’  
 
. 
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II.1 Composition 
 
 
How report the composition of a parenteral drug product when the concentration of the 
solution is the same for different volumes of solution (e.g. solution for injection, ) 
 
Rule 
− The composition is expressed by volume units (/ml; /xml; /100ml…) or weight units (/g; 

/xg; /100g…).  
− The volume filled in the container is retaken in the section “packaging material and pack” 

for the 4 pages AMM OR in the section “Pack size” on the first page for the light AMM.  
 

Different cases are possible : 
o Same solution concentration/several different volumes (entirely used) 

 
e.g. Abc, solution for injection in prefilled syringes 

Name      Composition  Packaging size 
Abc 100 mg/ml: 
Abc 20 mg solution for injection  20 mg/ 0.2 ml 0.2 ml syringe 
Abc 40 mg solution for injection  40 mg/ 0.4 ml 0.4 ml syringe 
Abc 60 mg solution for injection  60 mg/ 0.6 ml 0.6 ml syringe 
Abc 80 mg solution for injection  80 mg/ 0.8 ml 0.8 ml syringe 
Abc 100 mg solution for injection 100mg/1ml 1 ml syringe 
Abc 150 mg/ml: 
Name      Composition  Packaging 
Abc 90 mg solution for injection  90 mg/ 0.6 ml 0.6 ml syringe 
Abc 120 mg solution for injection 120mg/0.8 ml 0.8 ml syringe 
Abc 150 mg solution for injection 150mg/1.0 ml 1.0 ml syringe 

 
⇒ the content of the syringes is entirely administered (total use); it explains why 
despite the concentration is identical in the different presentations, the composition is 
expressed by dose and is different on each AMM.  

 
o Same solution concentration/several different volumes (partially used) 

 
e.g. Xyz PD1 Glucose 1.36% (13,6mg/ml), oplossing voor peritoneale dialyse. 

Poches Viaflex 250, 500, 750, 1000, 2000, 25001, 3000 and 5000ml 
Name     Composition   Packaging 
Xyz PD1 Glucose 1.36%  13.6g/1000ml  250 ml  
Xyz PD1 Glucose 1.36%  13.6g/1000ml  500 ml  
Xyz PD1 Glucose 1.36%  13.6g/1000ml  750 ml  
Xyz PD1 Glucose 1.36%  13.6g/1000ml  1000 ml  
Xyz PD1 Glucose 1.36%  13.6g/1000ml  1500 ml  
Xyz PD1 Glucose 1.36%  13.6g/1000ml  2000 ml  
Xyz PD1 Glucose 1.36%  13.6g/1000ml  2500 ml  
Xyz PD1 Glucose 1.36%  13.6g/1000ml  3000 ml  
Xyz PD1 Glucose 1.36%  13.6g/1000ml  5000 ml  

⇒ the content of the bag may not be entirely administered. The fraction that has not 
been used is discarded and destroyed. The concentration of the different presentations 
is always the same even if total content of the bags are different. The composition is 
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expressed on the same way on the different AMMs with the only the volume changing 
in the pack size. 

 
o Several solution concentration/several different volumes 

The composition will be different for each pack size/ AMM.  
 

 
How to express the composition in case of multi-use and single-use packaging, how to 
make the difference between the different cases? 
How should the concentration/quantities of the different components be expressed on the 
AMM (per ml, per 5 ml, per pack,…)?  
 
a) Single use preparations: any pharmaceutical preparation/form intended to be administered 

at a unique time-point. The preparation contains the entire dose to be administered e.g. 
tablets, capsules, solids in single-dose containers; solutions/suspensions in single dose 
containers…  In this case the composition is expressed per dose used or administered in a 
single time. e.g. the composition of a whole tablet, capsule, of one sachet… 

b) Multi use/dose preparations: any pharmaceutical preparation/form containing several 
doses to be administered at different time points e.g. non sterile solutions/suspensions 
such as drops, syrups; sprays; topical preparations such as creams/gels…; 
powder/granulates for oral use in multi dose containers… In this case the concentration is 
expressed by volume units (/ml; /xml; /100ml…) or weight units (/g; /xg; /100g…).  
Special case: Metered dose inhalators the composition is expressed per puff/inhaled dose.   

c) Parenteral drug products: the composition is expressed as the concentration per volume 
unit (/ml; /xml; /100ml…) or weight unit (/g; /xg; /100g…). 

 
 
How to describe the composition of transdermal patches on the AMM? 
 
 
Transdermal patches are flexible single-dose preparation intended to be applied on skin to 
obtain a systemic delivery over an extended period of time. They consist of a backing 
sheet/foil supporting a reservoir or a matrix containing the active substance(s) and on the top a 
pressure-sensitive adhesive, which assures the adhesion of the preparation to the skin (after 
removal of the release liner). 
 
The AMM must include at least the following information:  
- quantity of active substance / patch (this information is present in the composition table) 
- quantity of active substance released per time unit (this information is given in the name 

of the medicinal products, e.g. Abc 3.9 mg/24h, dispositif transdermique; Abc 100 mcg/h 
pleisters voor transdermaal gebruik…). 

 
The composition should include 4 parts:  
- Active substance: if the active ingredient is present in different layers, it is only necessary 

to mention the total quantity (Σ of the quantities in the different layers). 
- Excipients: if present in different layers: it is only necessary to mention the total quantity 

(Σ of the quantities in the different layers). 
- Backing foil: indicate the composition and specify “backing foil” (the backing foil = 

“steunlaag” = “couche de support” is the external foil, not in contact with skin). The 
quantity may be expressed in weight or in area. 
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- Release liner: indicate the composition and specify “release liner” (the release liner = 
“beschermlaag” = “couche protectrice” is the liner to be removed before sticking the patch 
on the skin). The quantity may be expressed in weight or in area. 

 
 
How to report the composition of medicinal gases on the AMM, it is not clear if the 
different pieces of the containers and tubing should be described: 
 
The basic principles used to described composition of those particular products on the AMM 
are described here below : 
 
General remarks 
A Medical Gas can be defined as "any gas or mixture of gases manufactured, sold or 
represented for use as a drug”. Medical gas can be divided between compressed gases and 
liquefied gases: 
- A compressed gas is defined as any gas or mixture of gas which, when packaged under 

pressure, is entirely gaseous at -50°C (including gases with a critical temperature ≤ 50°C). 
Compressed gases are generally stored in individual gas cylinders nevertheless for some 
applications, the contents of an individual gas cylinder may not satisfy the gas demand, in 
which case assemblies of cylinders can be used to supply larger volumes of gas in a single 
unit. The single unit, which contains a number of cylinders, is known as a cylinder bundle. 

- A liquefied gas is a gas which, when packaged under pressure, is partially liquid (gas over 
a liquid) at temperature above -50°C. Liquefied gases are stored in cryogenic vessels 
which may be static or mobile vacuum insulated containers designed to contain liquefied 
gas at extremely low temperatures. Mobile cryogenic vessels are smaller insulated 
containers that can be transported to the site of use. 

 
 
Reporting of the composition of the drug product on the AMM 
According to the CPMP/QWP/1719/00 Guideline on Medicinal Gases, the MA covers the gas 
and its primary packing (container including the valve), but not the equipment attached later 
to the container at the time of use, which falls into the medical device domain (e.g. pressure 
regulator and pipe network). A valve/built-in pressure regulator assembly that cannot be 
separated from the cylinder is part of the MA. 
 
In addition to the name of the gas(es), which need(s) to be mentioned in the active substance 
section of the AMM, the following information specific to medicinal gases must be reported 
when applicable: 
- Pressure: for compressed gases the pressure in the gas cylinder should be specified after 

the name of the product e.g. Oxygen Compressed …. 
- Container closure system: the container type should be specified in the Packaging section, 

distinction should be made between 
o Gas cylinder: container usually cylindrical suited for compressed, liquefied or 

dissolved gas, fitted with a device to regulate the spontaneous outflow of gas at 
atmospheric pressure and room temperature. 

o Cylinder bundles: portable assembly which consists of a frame and two or 
more cylinders, each of a capacity up to 150 litres and with a combined 
capacity of not more than 3 000 litres, or 1 000 litres in the case of toxic gases, 
connected to a manifold by cylinder valves or fittings such that the cylinders 
are filled, transported and emptied without disassembly. 

o Fixed cryogenic vessel: a static thermally insulated container designed to 
maintain the contents in the liquid state. 
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o Mobile cryogenic vessel: a mobile thermally insulated container designed to 
maintain the contents in a liquid state 

- Material of the container: do not need to be specified on the AMM 
- Volume of the container: the volume of the container should be retaken in the Pack size 

section (first page of light AMM) 
- Valve and pressure regulator (compressed gases only): the valve is the device for opening 

and closing containers. The type of valve should be specified in the packaging section, 
distinction should be made between 

o Isolated/conventional valve, in this case the pressure regulator is not part of the 
MA and falls into the medical device domain.  

o Integral valve (built-in pressure regulator), in this case the pressure regulator 
cannot be separated from the cylinder and is part of he MA.   

 
 
How to describe the composition for radiopharmaceutical products (RP) on the AMM? 
 
 
 
II.1.1 Active substances 
 
 
For vaccines, the active substance name and the specifications are very different that those 
for all other products, how is it possible to check the correctness of the information 
proposed by the companies. 
 
 
 
 
When the same active ingredient is used several time in the same tablet, e.g. multilayer 
tablets with prolonged release, modified release… it is not clear whether the different layers 
should be mentioned and if the drug quantities in the different layers must be summed or 
not. Is it the same principle for all multilayer tablets? 
 
Active substances included in the different layers need to be divided taking into account the 
different layers of a tablet/capsule…  
e.g. capsules with immediate release pellets and prolonged release pellets 
 AS (pellets 1-immediate release)   x mg 
 AS (pellets 2-prolonged release) y mg 
 (Excipients    Σ quantities in the different pellets fractions)
  
 
e.g. tablets with immediate release and prolonged release layers 
 AS (layer 1-immediate release)   x mg 
 AS (layer 2- prolonged release) y mg 
 (Excipients    Σ quantities in the different layers)  
 
 
How to report the composition of a drug product that do not include an active substance? 
 
Some drug products do not include a substance with a pharmacological activity. 
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They generally include a solvent or an excipient used for its solving or physical properties, 
which will be considered as the active ingredient, the manufacturer of which being considered 
as the active substance manufacturer that is mentioned on the 4 pages AMM. 
e.g. water for injections (and nothing more), water for injections is used for its 

solving/diluting properties and will be mentioned as the active substance on the AMM.  
e.g. eye drops with macrogol and water, macrogol acts via its physical-viscosifying 

properties and will be mentioned as active substance.  
 
 
II.1.2 Other components 
 
 
How to report the composition of capsule shells on the AMM?  
 
The composition of the capsule shell is generally mentioned separately on the AMM without 
clear mention of the weight of individual components, which means that for capsules it is 
often difficult to sum up the ingredients with the other excipients of the formulation as 
required by Circulaire 522. 
 
Rule 
- It should be clearly mentioned which excipients are those of the capsule shell (cap + 

body) by indicating capsule shell with individual excipients listed below.  
- Each individual excipient present in the capsule cap & body should be mentioned once. 
- The quantities may be reported as follows: 
 

a) Composition expressed in weight units (mg).  
e.g.  Capsule shell  (w= x+y+z) mg  or  w mg 

Gelatin  x mg  if available    ― 
Titanium dioxide y mg  if available    ― 
Iron oxide red  z mg  if available    ― 
 

b) Composition expressed in %. 
e.g.  Capsule shell  w  mg  or  ― 

Gelatin  x %    x% 
Titanium dioxide y %    y% 
Iron oxide red  z %    z% 

 
 
How to report the composition of complex excipients/premixes, colorants, inks, flavours… 
on the AMM? Should any components be listed separately, with or without reporting of the 
quantities…?    
 
The specific rules applicable for some ingredient types are retaken below: 
 
For BUFFER SOLUTIONS 
For COATINGS 
1. Mention always the invented/commercial name as well as its quantity. e.g. Opadry clair 

YS-5-7044 5.00mg;  
2. If known mention the full qualitative composition of the mixture. e.g. 

hydroxypropylcellulose; macrogol 400. 
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For COLOURING AGENTS 
Definitions :  
- Pharmaceutical colouring agents are generally divided into those that are soluble in water 

(dyes) and those that are insoluble in water (pigments).  
- Lakes are largely water-insoluble forms of common synthetic water soluble dyes. They are 

prepared by adsorbing a sodium or a potassium salt of a dye onto a very fine substrate of 
hydrated alumina, followed by a treatment with a further soluble aluminium salt. They are 
then purified and dried. They are frequently used in the coating of tablets. 

 
Rules to report colouring matters: 
1. For dyes and pigments: 

Use the name and the E number for colouring materials authorized for colouring 
medicinal products;  
- You can find names and E-numbers of all EU authorised colouring agents in Annex 1 

of EUROPEAN PARLIAMENT AND COUNCIL DIRECTIVE 94/36 EC of 30 June 
1994 on colours for use in foodstuffs using the following link:  

http://ec.europa.eu/food/fs/sfp/addit_flavor/flav08_en.pdf. 
- Further information is also available in the Handbook of Pharmaceutical excipients  
 
e.g . Indigo Carmine (E132) 

Iron Oxides and Hydroxides (E172) 
 

Exception: for Titanium Dioxide (E171), use the Ph.Eur. name Titanium Dioxide because 
this ingredient can also be used for other purposes. 

 
2. For lakes: 

Determine the E-number for your colouring agent ‘E XXX’ and name the lake ‘E XXX 
lacquer’ or ‘E XXX Aluminium lake’.  

 
3. Quantities are not mentioned. 
 
For FLAVOURING AGENTS 
Definition: Flavouring agents are either natural compounds and/or products obtained by 
chemical synthesis.  
 
Rules to report flavouring agents: 
1. Synthetic flavours 

Since their exact composition are not known; flavours are named as follows e.g. orange 
flavour, strawberry flavour, lemon flavour caramel flavour; with the commercial 
references of the flavour between brackets (if available). It is not necessary to mention 
individual components on the AMM. 
e.g. caramel flavour (essentia carameli synth der. nr. 42-1000)  

 
2. Natural compounds 

If a natural essential oil is used as a flavour, the detailed composition is not mentioned. If 
this oil is the subject of a monograph in the Ph. Eur. or in another pharmacopoeia, the title 
of the monograph is used as the name. 
e.g.  anise oil, sweet orange oil, … 

 
3. Quantities are not mentioned. 
 

http://ec.europa.eu/food/fs/sfp/addit_flavor/flav08_en.pdf
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For INKS 
Mention the term ‘ink’ followed by the ink commercial name.  
- It is not necessary to mention the composition. 
- Quantities are not mentioned. 
 

e.g. Ink (Opacode S-1-1426 ) 
 
 
For COMPLEX EXCIPIENTS 
For excipients that are mixtures for which the exact qualitative and quantitative composition 
is not known, mention the name and the quantity of the mixture. If a commercial name is 
given it should be mentioned. 
e.g. Glycerida semi Synthetica, cera alba and polyoxyl 20 cetostearyl ether 500mg. Since 
individual quantity of each ingredient in the mixture is not known, the 3 ingredients will be 
mentioned as a mixture with the general quantity on the AMM. 
e.g. Dehymuls E, this is a commercial mixture with a complex composition that is not 
known, mention the commercial name with the quantity.  
 
 
When the same excipient is used several time in the same tablet, e.g. multilayers tablets with 
prolonged release, modified release… it is not clear whether the different layers should be 
mentioned and if the excipient quantities in the different layers must be summed or not. Is 
it the same principle for all mutilayers tablets. 
 
Excipients do not need to be divided taking into account the different layers of a 
tablet/capsule… e.g. core, coating, release layers…  
- If you know the quantities of excipient per individual layer/part, you have to sum them 

and to mention the sum on the AMM beside the name of the excipient. 
 
e.g. capsules with immediate release pellets and prolonged release pellets 
 [AS (pellets 1-immediate release)   x mg] 
 [AS (pellets 2-prolonged release) y mg] 
 Excipients    Σ quantities in the different layers  
 
 
Does a list exist with the translation of excipients names into Dutch and French? 
 
For excipients names; 
- If the excipient is described in the Ph Eur, the Ph Eur French name can be used. Otherwise 

there is no official list of French translations. 
- There is no official list of Dutch translations. 
 
  
Can excipient’s names be mentioned in Latin or English on the AMM ? 
 
Excipients names must be mentioned in the language chosen by the Marketing Authorisation 
Holder (NL or FR or DE). 
 
 
N/A 
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II.2 Naming (name, strength, pharmaceutical form) 
 
Where can we find information about the pharmaceutical form? 
 
All acceptable terms with official translation in the different EU languages are listed on: 
http://www.edqm.eu/StandardTerms/ 
 
In order to access Standard Terms, you will first need to have an account with the EDQM 
Publications registration website (e-mail account login only). Procedure and information to 
register are provided on the website.  
 
Additional information such as definition of the different terms can be found on the same 
website and/or in the Ph. Eur. when the term is linked to an official monograph.  
 
 
Are there exceptions to the EDQM Standard terms ? 
 
The following exceptions to edqm standard terms have been accepted for NL translations:  
- Sachet (EN):  zakje (NL) is accepted instead of the Dutch standard term “sachet” 
- Syrup (EN): siroop (NL) is accepted instead of the Dutch standard term “stroop” 
 
The term Harde/zachte capsule (NL) is accepted instead of the Dutch standard term “capsule, 
hard and capsul , zacht. 
 
The fowing exceptions to EDQM standard terms have been accepted for DE translations:  
- The following exception on DE translation of EDQM standard terms is allowed in case of 

a lack of space “Dispersible tablet“: Dispersionstablette (DE) is accepted instead of 
EDQM “Tablette zur Herstellung einer Suspension zum Einnehmen” 

 
 
 
II.3 Administration route(s) 
N/A 
 
This parameter needs to be filled in the Data Model at the time of validation based on the 
application form. Must be stated using the edqm Standard terms. 
 
 
II.4 Packaging material(s) & pack size(s) 
 
Is it necessary to retake all different types of primary packaging mentioned in the SPC on 
the AMM (e.g. blister and tablet container) even if  some of them are not marketed in 
Belgium? 
 
Yes, all primary packaging have to be copied in the translations and on the AMM. 
Possibly an additional AMM is necessary (with extra payment tracking). It is not because 
today a certain primary packaging is not applicable for Belgium, that it won’t be the case 
tomorrow. 
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Is it necessary to mention the term “unit dose” in the packaging section of the AMM? 
 
The description of the packaging is sufficient; the term “unit dose” does not need to be 
mentioned on the AMM even when it is mentioned in the final SPC. 
An exception is when “unit dose” is part of the approved name of the medicinal product e.g. 
Abc Unit Dose. 
 
 
Is it necessary to mention the number of tablets packed in one blister? 
 
No, it is sufficient to know how many tablets are packed in a box. Nevertheless the following 
information found in the SPC can be retaken on the AMM: 1, 3, 5, 10, 20, 50 (10x5), 100 
(20x5). 
 
 
Is it necessary to retake all pack sizes mentioned in the SPC on the AMM when it is 
clarified that some of them are not for Belgium? 
 
Yes, all the pack sizes have to be copied in the translations and on the AMM. It is not because 
it is mentioned that today a certain pack size is not applicable for Belgium, that it won’t be the 
case tomorrow. 
 
II.5 Shelf life 
N/A 
 
These data are found in the SmPC and PIL where they must be checked. 
 

 
  

II.6 Specific storage conditions 
N/A 
 
These data are found in the SmPC and PIL where they must be checked. 
 
 
 
III. AMM THIRD PAGE 
 
 
 
 
III.1 Names and addresses of manufacturer(s), importer(s) and distributors 
Question  
What are the definitions of the different types of manufacturers? 
answer 
1) name and address of the active substance manufacturer 

The active substance manufacturer (see point 1 on AMM page 3) is either the owner of the 
CEP or the owner of the EDMF/ASMF. If there is no CEP or no ASMF available; whole 
scientific data including manufacturers are presented in the file; both administrative and 
production sites need to be mentioned on the AMM.  
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If a difference is made between the “true” manufacturing site and the manufacturing site 
responsible for the batch release of the active substance, only the “true” manufacturer needs to 
be mentioned. 

If several manufacturers are implicated in manufacturing the active substance (manufacturers 
for intermediate stages of the active substance), only the manufacturer responsible of the 
production of the final active substance needs to be mentioned on the AMM 

2) name and address of the intermediate/bulk product manufacturer 

The intermediate/bulk product manufacturer (see point 2 on AMM page 3) is either the 
manufacturer of an intermediate stage of the finished product (e.g. powder mixture before 
tabletting) or the manufacturer of the bulk products, which is the final drug product without 
its primary packaging (e.g. tablets or emulsion before packaging). Only production site(s) 
need to be mentioned (not administrative sites). 

It is to note that the manufacturer responsible for the sterilisation of the drug product needs to 
be mentioned in this section if different from the finished product manufacturer.  

3) name and address of the finished product manufacturer 

The finished product manufacturer (see point 3 on AMM page 3) is either the manufacturer 
responsible of the whole production/manufacturing of the finished product including primary 
packaging or the manufacturer responsible for primary packaging of a bulk product. Only 
production site(s) need to be mentioned (not administrative sites). 

 

Immediate/primary packaging consists of the packaging pieces in direct contact with the drug 
substance or finished product (e.g. blisters, bottles, ampoules, vials, closures…) 
Secondary packaging components are generally considered as paper/carton pieces 
surrounding the primary packaging (e.g. blisters, bottles…) but may be additional packaging 
pieces intended/or not to provide additional protection of the drug  product (e.g. overwraps, 
overpouches…); in this case paper/carton pieces are considered as tertiary packaging. 

4) name and address of the responsible of the finished product packaging 

The responsible of the finished product packaging is the manufacturer that performs 
secondary or tertiary packaging of the finished product (here defined as the bulk product+ 
primary packaging) or the manufacturer that applies a label or something else in/on the 
secondary/tertiary packaging. Only production site(s) need to be mentioned (not 
administrative sites). 

5) name and address of the manufacturer responsible for the batch analysis (QC) 
The manufacturer responsible for the batch analysis (QC) must be located in EEA with the 
exception of the following third countries with which a Mutual Recognition Agreement 
(MRA) has been concluded: 
- Australia; 
- New-Zealand; 
- Switzerland; 
- Canada, except for immunological drugs for veterinary use and for stable drugs prepared 

from human blood or human plasma; 
- Japan, only for drugs for human use with the exception of sterile finished products, 

medicinal gases, biological drugs (including immunological drugs and stable drugs 
prepared from human blood or human plasma). 

- Israël 
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On the AMM it is only necessary to mention the site(s) where the batch analysis takes place, 
different possibilities: 
(i) In the case where the manufacturer responsible for the batch analysis (QC) is located 

in one of the third countries with which a MRA exists, it is acceptable to mention only 
this manufacturer as QC responsible. e.g. the manufacturer responsible for the batch 
control is located in Canada → it is sufficient to mention the Canadian site. 

(ii) In the case where the manufacturer responsible for the batch analysis (QC) is located 
in one of the third countries with which a MRA exists and that there is also an 
alternative batch control site registered in the EEA; both sites need to be mentioned as 
QC responsible. e.g. the manufacturer responsible for the batch control is located in 
Canada and an alternative batch control site has been registered in Spain → both 
sites need to be mentioned. 

(iii) In the case where the manufacturer responsible for the batch analysis (QC) is located 
in another third country, it is acceptable to mention only the manufacturer responsible 
of the batch control for the EEA. e.g. a finished product is manufactured in the USA 
and the batch control is performed in the USA. A retest is performed in Spain before 
release in the EEA → it is sufficient to mention the Spanish site. 

6) name and address of the batch releaser 
 
The batch releaser is the production site to which the “qualified person” is bounded and where 
the  batch release takes place. The batch releaser must be located in the EEA. 
7) name and address of the distributor 

The distributor (see point 7 on AMM page 3): it is only necessary to mention the holder of the 
distribution authorization.  

8) name and address of the importer 

The importer (see point 8 on AMM page 3) does not need to be mentioned anymore. 

General remarks  
- If there is a change form an old 2 pages AMM to a 4 pages AMM, it is the manufacturer 

mentioned in the package leaflet of the finished product which is considered to be the 
batch releaser (point 6 on AMM page 3). 

- In case of doubts to whether a site is a production or an administrative site, please consult 
the annex 6.6. of the application form or section 3.2.P.3.1. in the CTD Module 3 of the 
application file.  

 
 
What do we have to do in case of a new marketing authorisation and only 1 manufacturer 
is mentioned in this section of the CTD? 
 
The manufacturer may be mentioned in points 2 → 6 on the AMM 4 pages. 
 
 
Is it necessary to mention the OMCL (Official Medicines Control Laboratory) on the 
AMM? e.g. WIV in Belgium for vaccines and medicinal products derived from human 
blood or human plasma? 
 
The OMCL mentioned in the application form or assessment report does not have to be 
mentioned on the AMM  
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What are the manufacturers to mention on the AMM in the case of a powder for solution 
for injection and a prefilled syringe with e.g. water for injections? 
 
All the manufacturers of the powder for solution need to be mentioned as well as the 
manufacturers of the prefilled syringe.  
 
e.g.  on the 4 pages AMM annex/ 

∼ manufacturer of powder+vial   manufacturer X (point 3) 
∼ manufacture of the syringe + water   manufacturer Y (point 3) 
∼ packaging (vial+powder & syringe + water) manufacturer Z (point 4) 
∼ QC finished product ( vial+powder & syringe manufacturer V (point 4) 

    + water in a carton box) 
∼ batch release (vial+powder & syringe  manufacturer W(point 6) 

  + water in a carton box) 
 on the light AMM 

∼ batch release (vial+powder & syringe  manufacturer W(point 6) 
  + water in a carton box) 

 
 
In the case of a variation for a change of manufacturer (e.g. additional manufacturer), is it 
necessary to ask clarification to the company when it is not clear which manufacturer/ 
which point of the 4 pages AMM is concerned by the change?  
 
Yes.  
 
How to know if a Belgian distributor is a valid distributor? 
 
The distributor needs to have an annex G to its manufacturing license.  
 
What to do when the distributor is not located in Belgium? 
 
In this case, the manufacturing license of distribution has to be submitted. 
 
 
Is it possible to have 2 distributors on 1 AMM? 
 
Yes 
 
 
Can a distributor on an additional AMM (other than line extension) be different than the 
one on the already existing AMM ?  
 
Yes if a variation was submitted. 
 
e.g. film-coated tablet presented in a PVC/Alu blister packaging with distributor X. 

The MAH wants to add a new packaging; HDPE bottles for 100 tablets; with another 
distributor Y ⇒ this can be done only if a variation has been submitted to change the 
distributor from X to Y for the new presentation.  
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Is it possible to finalise a new marketing authorisation without a distributor? 
 
Yes on the condition that the MAH commits himself to introduce a variation to add the 
distributor before commercialization. 
 
What should be filled in about CRO (section 8 of the 4 pages AMM)? 
 
This section should include all contracted research organizations (CRO’s) that are involved in 
the bio-equivalence or bio-availability studies for abridged dossiers. Both clinical sites and 
analytical sites should be listed, i.e. where analytical tests are performed and where clinical 
data are collected, on the condition that they are also retaken in the application form (section 
2.5.4 “contract companies used for clinical trials on bioavailability or bioequivalence or used 
for the validation of blood product manufacturing processes”). 
 
Statistical sites should not be listed. 
 
 
 
 
Is it acceptable in a MRP/DCP that a manufacturing site or batch release site is registered 
for a limited number of Member States (i.e. not all MSs included in the procedure)?  
 
Manufacturing sites and batch release sites approved via the MRP/DCP are considered 
approved for all MSs included in the procedure. Even though not all manufacturing sites are 
necessarily intended for use in all MSs included in the procedure, it is not necessary to specify 
in the application form which site applies to which MS. 
 
It is not possible to delete manufacturing sites for medicinal products authorised via the 
MRP/DCP on a national basis. The MRP variation procedure should be followed, as all 
manufacturing sites for a MRP/DCP apply to all MSs involved in the procedure.  
 
With regard to the identification in the package leaflet (PL) of the manufacturer responsible 
for batch release in the EEA, the locally printed PL in each MS needs only to include the 
manufacturing site specific to that MS. The change of this information only in the PL 
approved by a MS will be managed at the national level. 
 
 All batch releasers approved during MRP/DCP should be mentioned in the Pil and on the 
AMM, even if the application form states “for XX only”. 
In the printed Pil in the mp box, only the batch releaser who released that specific batch 
should be mentioned 
 
 
III.2 CEP 
 
How to check the CEP number? 
 
Information on the CEP renewal (RE1…) and revisions (Rev 01…) that is retaken on the 4 
pages AMM submitted by a company may be superseded by more recent data.  
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For this reason it is only necessary to check that the reference number of the CEP on the 4 
pages AMM is in agreement  
e.g. R2-CEP 2003-019 Rev01 → CEP 2003-019 
 
 
III.3 Additional information 
 
Circular 439 mentions that details of the sterilization process should be mentioned in the 
Annex. How should the companies report this ?  
 
In Circular 439, it is mentioned that for sterile drug products, it is necessary to indicate all 
steps performed to obtain the final sterility of the drug product.  
Detailed information regarding the sterilization process is retaken in the Module 3.2.P.3.2. of 
the application file, when changes are made, this will be indicated in the Application form. 
For this reason this information do not need to be mentioned anymore on the 4pagesAMM. 
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