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2.1.P.1 Description and Composition of the Drug Product 

Description 

Nabilone placebo capsules are an oral dosage form in white/white hard gelatine capsules size 4. 
Each capsule contains 113 mg corn starch as filler. The final product is packaged into PE 
bottles. Each PE bottle contains 28 capsules. 
 
Composition 

The Nabilone placebo capsules consist of the following compounds: 

• Corn starch 

The quantitative composition per capsule is presented below. 

Substance 
Composition 

Nabilone placebo 
(g/manufacturing step *) 

Composition 
Nabilone placebo 
(mg/Capsule **) 

Function 

Corn starch 11.3 113 (21 ml) Filler 
 
* 100 capsules per manufacturing step 
** Net capsule weight is approx. 38 mg and capsules are of capsule size 4. 

 

Hard gelatine capsules used for Nabilone placebo consist of a white cap and a white body, both 
opaque, with the composition and the amount of ingredients given in the figures below. 

 

Composition of capsule cap (white opaque) 

Name of excipient Function Amount [%] mg/Cap 

Titanium dioxide (E171) Opacifier 2 0.3040 

Gelatine q.s. Structure 98 14.8960 

Total  100 15.2000 

Composition of capsule body (white opaque) 

Name of excipient Function Amount [%] mg/Body 

Titanium dioxide (E171) Opacifier 2 0.4560 

Gelatine q.s. Structure 98 22.3440 

Total  100 22.8000 
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Container 

White 50 ml Duma Twist-Off containers made of high density polyethylene (HDPE) and the 
tamper-evident Twist-Off caps made of polypropylene (PP) containing a desiccant are used. 

Pack size: 28 capsules per container. 

All components conform to the current requirements of food and medicinal products packaging. 
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2.1.P.2 Pharmaceutical Development 

 

Capsule Content 

The excipient used as a filler for placebo capsules is corn starch. It is well known as 
indifferent and therefore often used in above mentioned functionality in oral pharmaceutical 
products.  

The amount of corn starch is responsible for a proper filling volume of the capsules compared 
to the capsules containing active substance. 

No other excipients are used. 

 

Capsule Shell 

Gelatine is commonly used as forming material of pharmaceutical capsules. For Nabilone 
placebo Titanium dioxide (E171) is used as an opacifier. 

 

Composition of capsule cap (white opaque) 

Name of excipient Function Amount [%] mg/Cap 

Titanium dioxide (E171) Opacifier 2 0.3040 

Gelatine q.s. Structure 98 14.8960 

Total  100 15.2000 

Composition of capsule body (white opaque) 

Name of excipient Function Amount [%] mg/Body 

Titanium dioxide (E171) Opacifier 2 0.4560 

Gelatine q.s. Structure 98 22.3440 

Total  100 22.8000 
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2.1.P.3 Manufacture 

2.1.P.3.1 Manufacturer 

The manufacture and testing of Nabilone placebo capsules drug product is being performed 
at: 

Site Responsibilities 

Allerheiligenapotheke Mag. Pharm. Herbert Baldia KG 
Allerheiligenplatz 4 

1200 Wien 

Austria 

• Manufacture of drug product 

• Testing of drug product 

• Packaging of drug product 

Mikrobiologisches Prüflabor GmbH 
Grabenweg 68 

6020 Innsbruck 

Austria 

• Microbiology testing of drug product 

Kwizda Pharmadistribution GmbH 
Achauer Straße 2 

2333 Leopoldsdorf 

Austria 

• Secondary packaging site 
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2.1.P.3.2 Batch Formula 

The batch formula of Nabilone placebo is provided in the table below. 

Table 1: Batch Formula (per 100 capsules of Nabilone placebo)  

Ingredient 

Amount 

Function 
Per capsule [mg] 

Per sub-batch [g] 
(100 pcs) 

Corn starch 113 11.3 Filler 

 
 

2.1.P.3.3 Description of Manufacturing Process and Process Controls 

The manufacturing of Nabilone placebo capsules can be divided into the following stages: 

Stage Manufacturing step 

Stage 1 Homogenation of corn starch 

Stage 2 Complete filling of capsule bodies with corn starch 

Stage 3 Closure of capsules 

Stage 4 Filling of capsules into bulk container 

Stage 5 Filling of 28 capsules into final bottles 

 

Flow chart 

Step #  Ingredient(s)  Manufacturing Step  In-Process Control 

       
       
1  Corn starch  Homogenation   

       

2  
 

 Complete filling of 
capsule bodies 

 Visual check of 
complete filling 

       

3    Closure of capsules  Yield control 

       

4    
Filling of capsules into 

bulk container 

 Visual control of 
container 
cleanliness 

       

5    
Filling of 28 capsules 
into final container 

 Visual control of 
cleanliness of bottle 
and cap 
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2.1.P.4 Control of Excipients 

2.1.P.4.1 Specifications 

The excipient used in the drug product formulation complies with the current valid edition of 
the Ph. Eur. 

 

Table 1: Compendial Quality Standard of Excipient 

Excipient Quality Standard Supplier* 

Corn starch Ph. Eur. CAESAR & LORETZ GmbH 

Hilden, Germany 

Placebo capsules 

Gelatine 

Titanium dioxide, E171 

 

Ph. Eur. 

Ph. Eur. 

Capsugel 

Bornem, Belgium 

*Current supplier. The applicant reserves the right to source inactive ingredients from other manufacturers; the 
grade of material will be equivalent and the supplier(s) suitably qualified. 
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CoA Corn Starch 
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CoA Capsules (Nabilone placebo) 
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2.1.P.4.2 Analytical Procedures 

For the excipients described in the Ph. Eur., the analytical procedures are identical with those 
mentioned in the respective monographs. 

 

2.1.P.4.3 Validation of Analytical Procedures  

All analytical procedures are performed according to the current Ph. Eur. 

 

2.1.P.4.4 Justification of Specifications 

The excipient specifications are equivalent to those of their respective Ph. Eur. monograph. 

 

2.1.P.4.5 Excipients of Human or Animal Origin 

The only material of human or animal origin is the gelatine used for manufacture of the capsule 
shell material. The gelatine used by the current manufacturer Capsugel can contain blends of 
several pharmaceutical gelatines. When bovine gelatine is used, it is in full compliance with all 
pharmaceutical regulatory requirements. 

Regulatory declaration by Capsugel regarding BSE safety is attached on the following pages. 
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2.1.P.4.6 Novel Excipients 

No novel excipients are used in the formulation. 
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2.1.P.5 Control of Drug Product 

2.1.P.5.1 Specifications 

Release specifications for Nabilone placebo capsules are presented in the table below. 

 

Test Specifications Method 

Appearance 

Nabilone placebo capsules: 

Opaque capsules size 4, body white, cap 
white; filled with a white to slightly 
yellow powder. 

Visual inspection 

Identification 

It appears as either angular polyhedral 
granules of irregular sizes with diameters 
ranging from about 2 µm to about 23 µm 
or as rounded or spheroidal granules of 
irregular sizes with diameters ranging 
from about 25 µm to about 35 µm (see 
Figure below). The central hilum consists 
of a distinct cavity or 2- to 5-rayed cleft 
and there are no concentric striations. 
Between orthogonally orientated 
polarising plates or prisms, the starch 
granules show a distinct black cross 
intersecting at the hilum. 

According to Ph. Eur. 
monograph 0344 maize starch, 
identification method A 

Uniformity of dosage units 
n=10: AV NMT 15.0% 

n=30: AV NMT 15.0% and no unit less 
than 0.75 M more than 1.25 M 

Ph. Eur. 2.9.40 

Dissolution time Start of content release ≤ 15 min DAC Probe 13 

Microbiological quality 

TAMC 

TYMC 

E.Coli 

 

NMT 10³ CFU/g 

NMT 10² CFU/g 

Absent in 1 g 

 

Ph. Eur. 2.6.12 

 

Ph. Eur. 2.6.13 
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2.1.P.5.2 Analytical Procedures (Nabilone, 1 mg and 0.25 mg capsules) 

The analytical procedures used to analyse Nabilone capsules are listed in the table below. A 
description of the in-house methods is provided on the following pages. 

 

Test Method 

Appearance Visual inspection 

Identification 
According to Ph. Eur. 
monograph 0344 maize starch, 
identification method A 

Uniformity of dosage units 
Ph. Eur. 2.9.40 

(Mass uniformity) 

Dissolution time DAC Probe 13 

Microbiological quality 

TAMC / TYMC 

E.Coli 

 

Ph. Eur. 2.6.12 

Ph. Eur. 2.6.13 
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2.1.P.5.2.1  Appearance 

Visual inspection 

 

2.1.P.5.2.2 Identification 

The test is performed according to Ph. Eur. monograph 0344 maize starch, identification 
method A. 

The content of 1 capsule is suspended using a 50 per cent V/V solution of glycerol R and 
examined by microscope. 

It appears as either angular polyhedral granules of irregular sizes with diameters ranging from 
about 2 µm to about 23 µm or as rounded or spheroidal granules of irregular sizes with 
diameters ranging from about 25 µm to about 35 µm (see Figure below). The central hilum 
consists of a distinct cavity or 2- to 5-rayed cleft and there are no concentric striations. 
Between orthogonally orientated polarising plates or prisms, the starch granules show a 
distinct black cross intersecting at the hilum. 

 

 

 

2.1.P.5.2.3  Uniformity of dosage units 

The test is performed according to Ph. Eur. 2.9.40. Mass uniformity is applied as the capsule 
contains only one ingredient and no active. 
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2.1.P.5.2.4  Dissolution time 

The test is performed according to DAC Probe 13 (Deutscher Arzneimittel-Codex). 

 

 

 

2.1.P.5.2.5 Microbiological Quality (TAMC, TYMC, E. Coli) 

The tests are carried out according to Ph. Eur. 2.6.12 and Ph. Eur. 2.6.13. 
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2.1.P.7 Container Closure System 

The packaging for the investigational medicinal product consists of the following 
components: 

- a round plastic container with a threaded neck made of white high-density 
polyethylene (HDPE) and a nominal capacity of 50 mL 

- a round plastic child-resistant tamper-evident screw cap made of polypropylene (PP) 
with a mounted desiccant (2 g silica gel) 

All components conform to the current requirements of food and medicinal products 
packaging.  

The following incoming testing of the primary packaging materials is applied by the drug 
product manufacturer: 

Specification for Duma Twist-Off 50 mL Bottles 

Test Specifications 

Type of Container Duma Twist-Off 50 mL 

Appearance Free from foreign materials, metal residues, soil or dust. 
No burn marks, cracks or scratches/bubbles.  

Colour White 

Dimensions  

Outer diameter 35.2 – 36.2 mm 

Height 82.3 – 84.3 mm 

Identity IR-Spectrum must comply with reference spectrum of supplier 

 
Specification for Duma Twist-Off Caps 

Test Specifications 

Type of Cap Duma Twist-Off with desiccant insert 

Appearance Free from foreign materials, soil or dust. 
Desiccant and sealing plate present and fitted correctly 

Weight of  desiccant 1.8 – 2.2 g 

Colour White 

Dimensions  

Outer diameter 35.0 – 36.0 mm 

Height 28.7 – 29.5 mm 

Diameter inner ring w/o desiccant 18.75 – 19.05 mm 

Identity IR-Spectrum must comply with reference spectrum of supplier 

The pack size is 28 capsules per container. 

One container together with one patient leaflet is enclosed in a cardboard folding box. 
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2.1.P.8 Stability 

As the Nabilone placebo capsules only contain corn starch, the shelf-life of the capsules is 
defined with the shelf-life of the corn starch. 

To have alignment with the Nabilone study medication, the shelf-life of the placebo capsules 
is limited to the same retest date as the Nabilone capsules. 

 


