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Federal Agency for Medicines and Health Produgi |

Part1

Issued following an inspection in accordance with :
Art. 111(7) of Directive 2001/83/EC as amended
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Part 2

1 NON-COMPLIANT MANUFACTURING OPERATIONS

certification, storage and distribution of specified dosage forms unless informed to the contrary;

_.e‘:'.; :

1.4 Other products or manufacturing activity
1.4.1 Manufacture of

1.4.1.4  Other: active substances (see below)(en)

RATO(it) / AMOXICILLIN TRIHYDRATE( en)
3. NON-COMPLIANT MANUFACTURING OPERATIONS - 4

Active Substance : AMOXICILLIN TRIHYDRATE
3.1

3.1.2 Manufacture of crude active st
3.1.3 Salt formation / Purification,
cristallisation
3.1.4 Other: ‘
Enzymatic synthesis ;
35| General Fﬁmshmg Steps e

3.5.3 Secondary Pz ckaging (placing the sealed primary package within an outer packaging
material or container. This also includes any labelling of the material which could be used for
identification or traceability (lot numberlng) of the active substance)

3.6 | Quality Control Testing G

3.6.1 Physical / Chemical testmg
3.6.2 Microbiological testing excluding sterility testing

Part 3

1. Nature of non-compliance:

Nature of non-compliance: One critical and eight major deficiencies were found. The critical deficiency is related to
the QA system implemented on site which was found to be weak and not capable of putting in place proper design
planning, implementation, maintenance and continuous improvement ofa system that allows the consistentdeli

evidenced by the high number of major deﬁcxcneies observed in the following areas: Deviation, Man g_ ment, i
Materials Management, Quality Control, Validation, Qualification, Complaint Management, arig Dug%%‘@‘epgtgon

Action taken/proposed by the NCA
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It is recommended to assess the opportunity of requesting variation to the marketing authorisation in order to delete or
substitute this manufacturer of the active substance. (for information, no EU GMP certificated has ever granted. This
was the first Inspection to the manufacture carried out by an EU Regulatory Authority).

Recall of batches already released
If there are alternative suppliers and there is no risk of shortage, recall of medicinal product should

assessment should include a complete retest of all imported batches of active substance.

Prohibition of supply
Due to the nature of the non-compliance prohibition of supply is recommended, unless:
suppliers and there is a risk of shortage.

Suspension or voiding of CEP (action to be taken by EDQM) _
The CEPs suspension recommended by the inspection team was officially el o¢ Committee on the
13th November 2017. s '

Additional comments :
This inspection was performed in the framework of EDQM’s inspecti n rclated to the manufacture of
Amoxicillin trihydrate in the context of dossier CEP 2007-315.

2018-01-15 ame and signature of the authorised person of the

'ompetent Authority of Belgium

Confidential

Federal Agency for Medicines and Health Products
Tel: Confidential

Fax: Confidential
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