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STATEMENT OF NON-COMPLIANCE

Exchange of information between National Competent Authotitie
discovery of serious GMP non-compliance a

Part 1
Issued following an inspection in accordance with :
Art. 111(7) of Directive 2001/83/EC as amended

The competent authority of Romania confirms the fol

From the knowledge gained during inspect
2014-07-07 | it is considered that it d  Practice requirements

referred to in -
* The principles of GMP, Rig ferred to in Article 47 of Directive 2001/83/EC .
" The statement of ron-com ] graph 111(7) of Directive 2001/83/EC and 80¢7) of Directive 2001/82/EC, as amended, shall

also be required for imporis ¢
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Part 2
1 NON-COMPLIANT MANUFACTURING OPERATIONS

Include total and partial manufacturing (including various processes of dividing up, packaging or presentation),
cettification, storage and distribution of specified dosage forms unless informed to the contrary;

1.2 Non-sterile products
1.2.1 Non-sterile products (processing operations for the following dosa

1.2.1.17 Other: Active substances(en)

Manufacture of active substance, Names of substances subject to non-
DOXYCYCLINE HYCLATE( en)
DOXYCYCLINE MONOHYDRATE( en)

3. NON-COMPLIANT MANUFACTURING OPERATIONS

Active Substance : DOXYCYCLINE HYCLATE

‘3.1 | Manufacture of Active Substance by Chemical Synthesis -

3.1.1 Manufacture of active subst
3.1.2 Manufacture of crude active
3.1.3 Salt formation / Purificatio

3.5 General Finishing Steps.

identification or traéeability (lot numbering) of the active substance)
- 3.6 | Quality Control Testing T - : —

3.6.1 Physical / Chemical testing

Active Substance : DOXYCYCLINE MONOHYDRATE

3.1 Manu_faci:ufé‘ of Active Substance by Chemical Synthesis -

3.1.1 Manufacture of active substance intermediates
3.1.2 Manufacture of crude active substance
3.1.3 Salt formation / Purification steps :

3.5 | General Finishing Steps

3.5.1 Physical processing steps :

3,52 Primary Packaging (enclosing / sealing the active substance within a pac
which is in direct contact with the substance)
3.5.3 Secondary Packaging (placing the sealed primary package within an's
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material or container. This also includes any labelling of the material which could be used for
identification or traceability (lot numbermg) of the. active substance)
3.6 } Quality Control Testmg R :

3.6.1 Physlcal / Chemical testmg

4. Non-Compliant Other Activities - Active Substances :
Other activities on-site: APIs: Metacycline hydrochloride, Azithromycin, Roxithro omycin,
Calcium acetate. Many oral solid preparations (tablets, granules, capsule).

Part3

1. Nature of non-compliance:

26 deficiencies were found during inspection; out of these 6 was rated as
implemented Quality Assurance system; 2} documentation management;
the approved supplier; 4) risk of contamination in the production area; 5
cross-contamination of testing samples; 6) data recording and integrity in t

Action taken/proposed by the NCA

Requested Variation of the marketing authorisation(s)

Prohibition of supply

Suspension or veiding of CEP (action to he t

Additional comments
Known custemers Dox;
ALC Netherlands; Dj
the world Doxycyc

. Industria, P.S.P. ,Chemifarma, Zetercoop Italy; Ofichem, ORFFA,
Republik, Remedica Cyprus, Farmabase Brasil, Many others in rest of
local market Finished dosage forms: only local market

L3

2014-08-25 Name and signature of the authorised person of the
Competent Authority of Romania

Confidential

Nautional Agency for Medicines and Medical Devices
Tel: Confidential

Fax: Confidential
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