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EU: the current requirements

• Directive 2001/83/EC (human medicines):

- APIs must be produced according to EU GMP Part II (ICHQ7) 
(art.46f);

- The manufacturing authorization holder of the FP has the 
responsibility to ensure the API is manufactured according to 
the EU GMP (Qualified Person declaration);

- National Competent Authorities (NCAs) may carry out an 
inspection of an active substance manufacturer (art. 111); the 
triggers for an inspection are defined in the Compilation of 
Community Procedures on Inspections and exchange of 
information (EMA/INS/GMP/321252/2012 Rev 14, 25 May 2012)
(i.e. requested by the assessors, suspicions regarding the 
authenticity of data, analysis of a sample reveals a serious non
compliance, requested by the European Medicines Agency, by    

the EU Commission/EDQM, by the manufacturer itself. etc.).



EU: the current requirements

Directive 2001/83/EC contains already some provisions for APIs 

Importation (before the issuance of new directive 2011/62/EU):

Art. 46 a) 

“For the purposes of this Directive, manufacture of active 
substances materials shall include both total and partial 
manufacture or import of an active substance used as a starting 
material as defined in Part I, point 3.2.1.1 (b) Annex I, and the 
various processes of dividing up, packaging or presentation 
prior to its incorporation into a medicinal product, including 
repackaging or re-labelling, such as are carried out by a 
distributor of starting materials”
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Current compilation of community 
procedures 

• Conduct of inspections of Pharmaceutical manufacturers or 
Importers:  “Chapters 2-9 of the main procedure are applicable 
to manufacturers, and where appropriate, to importers, of 
medicinal products, investigational medicinal products or active 
substances”;…“Annex 3 includes specific provisions for 
inspections of manufacturers and importers of active 
substances”;…“Sites that are importing, repackaging or re-
labelling active substances should be assessed for compliance 
with the relevant sections of Part 2 of the GMP Guide including 
the requirements set out in chapter 17”
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The European Union: several NCAs
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EU: the current scenario

• Different kind of approaches were implemented by the NCAs:

some of them implemented an API inspectorate, inspecting on a 
risk based approach, or on request of the assessors within a MA,
or when the manufacturer applies for a GMP certificate; some 
NCAs focussed more on extra-EU inspections than others; other 
were more focussed on national inspections.

• The EDQM inspection program, limited to manufacturers 
mentioned in the CEPs, developed with the support of inspectors 
from the EU NCA, is a milestone of the International API 
inspection program, whose results were shared at European 
level with all NCAs.

THERE WAS A NEED OF HARMONIZATION
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Current Italian regulatory framework

• Manufacturers of APIs are obliged to follow the GMP since 
several years (required by the national decree n. 178/1991);

• The API inspection program was enforced when the directive 
2001/83 was issued: a routine inspection program of the 
national manufacturer was established since 2003, with the 
creation of the API inspection Unit;

• The Directive 2001/83/EC was translated into the national 
legislation in 2006, by the issuance of the national decree 
n.219/2006, which introduced some restrictions compared to 
the EU Directive, since a legal background for APIs was already 
in place.
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Current Italian regulatory framework
• According to the decree n. 219/2006, the  production (either for 

the national market or for export purpose, art. 50) and the 
importation of APIs (art. 54, comma 2) are subject to the 
mandatory authorization of the Italian Medicines Agency; 

• When the decree 219/2006 was issued, two years as transitional 
period, to fulfill the requirements, were given to the APIs 
wholesalers performing repackaging or importation (art. 158 
comma 4);

• Sites where manufacturing activities or importation activities are 
performed are subject to a preapproval inspection (when the 
site starts the activity) and to routine inspections.
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Current Italian regulatory framework

• Companies performing distribution of APIs must be authorized 
(art. 99, decree n. 219/2006);

• Authorization and surveillance inspection of API distributors are 
generally performed by local health authorities, by mandate of 
the Ministry of Health;

• For companies performing distribution of imported APIs, an 
importation authorization license from the Italian Medicines 
Agency must also be granted.



Current Italian Regulatory Framework

• Since 2006 (and 2008 for the APIs importers and repackagers) a 
divergence was created on what it is legally expected for the 
production and importation of APIs in other EU Member States 
and Italy since:

- all API manufacturing sites (including repackagers), located in

national territory, must be inspected on routine basis (mandatory

authorization and GMP compliance to EU GMP Part II);

- importation of API must be authorized;

• This gap is supposed to decrease in the next years, after the 
implementation of the Directive 2011/62/EC, which amends the 
2001/83/EC (to prevent the entry into the legal supply chain of 
falsified medicinal products).
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GMP Inspections of APIs manufacturers 
and importers located in Italy

• Announced and unannounced inspections;

• Team composed of two inspectors (very rarely one);

• General GMP assessment and ASMF compliance on spot checks;

• Imported substances: check of the supply chain;

• If critical or several major deficiencies are observed the license can 
be suspended and it can be restored only after a positive re-
inspection;

• Follow-up assessment done by a different inspector;

• Issuance of a renew (or a new) manufacturing license and a GMP 
certificate at the end of the process and re-inspection 

after three years (sometime need for re-inspection before).
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Inspection of APIs manufacturers 
located in extra EU countries

• Inspection announced (some months before);

• Normally GMP inspections product/s related;

• Team composed of two inspectors;

• Corrective action plan evaluated by both inspectors;

• If critical or several major deficiencies are found a statement of 
GMP non compliance must be issued;

• In case of positive inspection outcome and positive follow-up an 
EU GMP Certificate is issued at the end of the process;

• The inspection not necessarily will be followed by a re-
inspection
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Who are the importers?

• Medicinal product manufacturers (these are authorized within 
the M.A.) (case n.1)

• API manufacturers (including repackaging/relabeling) and APIs 
wholesale distributors (which can sell the product to medicinal 
product manufacturers, to API manufacturers or to pharmacies) 

(case n. 2)

All the categories falling in case n. 2 must be authorized by the 
Manufacturing Authorization Office 
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Case 2: Authorization to use or sell the 
API out of a MA (1)

If a Company, located in Italy (API manufacturer/importer), 
intends to grant an importation authorization has to submit to the 
Manufacturing Authorization Office the following information:

name and address of the manufacturing site;

certificate from the Local National Competent Authority stating 
that the manufacturer is inspected for compliance to the GMP for
the concerned product (can be replaced by an EU GMP Certificate);

it is checked if the site in mentioned in a database collecting 
information on non GMP compliant sites (Statement of GMP non 
compliance from other Member States or suspension of CEPs for 
GMP reasons);



Case 2: Authorization to use or sell the 
API out of a MA (2)

QP (*) qualification of the site including:

QP audit  (or from a third party audit providing that the person
who performed the audit is qualified to inspect for compliance to 
the GMP, there is not a conflict of interest, the audit is focussed on 
the substance to be imported and there is a written agreement 
between the parties stating the responsibilities);

GMP agreement between the Importer and the original 
Manufacturer that any change in the manufacturing process and 
specifications will be provided to the Importer;

Whether the substance is purchased trough a vendor, an 
agreement between importer and vendor must be available;

(*) a QP is requested by the Italian law also for API manufacturer/importer
17



Case 2: Authorization to use or sell the 
API out of a MA (3)

QC management of the imported substance: procedure (full 
testing of the imported batches) to release the product, if a Eur.Ph. 
monograph is available this must be applied, certificate of analysis 
from the original manufacturer must be provided;

A new (or updated) ASMF (if one was filed before) must be filed 
at the Italian Medicines Agency; 

For a temperature sensitive API evidences must be provided that
the supply chain will maintain the adequate storage conditions; 

Whether the substance is from animal origin a full traceability
from the starting materials must be provided.  

During the routine inspection of the importer the supply chain is 
verified.
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Importation authorization license

The licence issued by the Italian Medicines Agency states:

- Name of the substance;

- Name and address of the authorized manufacturer;

- If the product can be released for the market (without further 
processing) it is added “quality control and batch release”;

- If the substance has not the full quality stated in the Eur. Ph.
monograph (if any) the authorization is given as “crude”
substance  (which means that it must be further processed and 
cannot be released for the market to be used in a dosage form, 
without a previous purification and change of the quality grade).
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Some figures: January-June 2012
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Consequences/benefits of the system

• Italian APIs manufactures and importers have been 
subject to repeated GMP inspections;

• The manufacturers were «forced» to increase the level 
of compliance (by establishing an effective quality 
management, by investing money on revamping and 
upgrading of facilities, equipment, instruments);

• The benefit for the Companies was to grant EU GMP 
certificates updated and keep an high level of 
compliance (manufacturers located in Italy still have a 
good market share in big markets);

• The main benefit is in terms of public health protection.
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Divergences between the Italian and EU 
regulatory framework

Possible different GMP compliance level of APIs manufactured 
in Italy and manufactured elsewhere in Europe, where goods 
can freely circulate;

The provisions on API importation created a regulatory 
restriction and that was particularly difficult to manage in the
EU global market;

APIs can be sold across complex supply chains composed of 
several European Companies and the original manufacturer, 
which may be located in extra EU countries, and than subject 
to the importation authorization according to the AIFA 
procedure, could have been hidden along the process.
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Trends of the last ten years
RM1 RM2RM3

INT

AS

DIST

EXTRA

DP

Manufacturer(s) of raw materials

Manufacturer(s) of intermediates           Performed in extra    

EU sites

Manufacturer(s) of active substance

Service provider(s) (e.g., micronisation, sterilisation, etc.)

Distributor(s), including repackers, relabellers and agents, 

traders, brokers, storage subcontractors

Manufacturer(s) of drug product

Readapted from PIC/S expert circle on API, Singapore 2011



2424

Importation authorizations released last 
two years within case n.2

Exporting countries more represented 

 importation authorization within case n.2 

21%

66%

China

India

Mexico

USA

Brasil

Turkey 

Korea

Japan

Switzerland

Taiwan 

Argentina



Inspection findings-Supply Chain (1) 

• Many manufacturers located in Asia sell the product to EU market
trough local vendors/distributors having the licence for the 
export; these APIs can also be sold trough EU brokers and 
distributors within EU; 

• As inspector I found: 

- Falsified Certificate of Analysis;

- Different batches labelled and sold as a single batch;

- Request to the manufacturers, done by the vendor/distributor, to
not mention the name of the manufacturer and site address on 
the product label.

With the new directive wholesale APIs distributors and APIs 

importers are subject to compliance to GDP and full traceability



Inspection findings-Supply Chain (2) 

A container found during an inspection in Italy, 

product coming from China, several EU distributors 
involved, lack of supply chain traceability
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Inspection findings-Supply Chain (3) 
Manufacturer located in China (label with «made in China»)

API dispatched by a Chinese vendor X to an EU Company B

(Chinese vendor X)

EU Company B      EU Company C     EU company D

(label) (label) (no label, only 

mentioned 
in the CoA)

Company A   

(inspected) 

Original manufacturer not known

Not known which company performed the QC testing (company D?)

Which kind of operations were performed by each company?
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Most common deficiencies 
API manufacturers

• Top Five deficiencies are in the following areas  (GMP Part II) :

- Buildings and Facilities (design & construction, maintenance 
and cleaning, utilities) (chapter 4);

- Process Equipment (cleaning and maintenance) (chapter 5);

- Materials Management (storage, labelling, sampling, 
traceability) (chapter 7);

- Quality Management (chapter 2);

- Production and IPC control (chapter 8);

• Special category is represented by falsification of documents, 
which is normally classified as critical.
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Cases of falsification

• Cases of falsification of data, still not rated as “GMP deficiency” (under 
discussion) but taken very seriously in the evaluation of the Company.

• Inspectors have come across several cases where data had been 
falsified, in some cases extensively and even systematically. 

• EDQM certification webpage (March 2012): 

“The falsifications consisted of deliberately altering or creating data; be it

in the CEP application, in batch records or any other records in order to 

hide a gap in information between the records and the true state of 

affairs. In case of critical/major deficiencies in GMP or in CEP dossiers,

The Certification Ad Hoc Committee usually decides to temporarily suspend 

CEP(s). However, in such particularly serious cases, the Ad Hoc Committee 

has decided to immediately withdraw the CEP(s) concerned. To date four 
companies have been the subject of such decisions”.



Directive 2011/62/EU: a tool for 
harmonization and traceability

• In the new directive there is a core of provisions aimed to 
assure the GMP compliance and traceability of the APIs which 
are manufactured in EU or imported/distributed  in EU;

• The QP of the medicinal product manufacturer still has the 
responsibility to certify the quality and supply chain of the API, 
including critical raw materials, but the NCAs will have a more 
central role on assuring/verifying the quality of manufactured, 
distributed and imported APIs;

• The directive will strength the supply chain traceability concept 
and regulatory requirements. 
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Dir.2011/62/EU: Companies obligations

• «Importers, manufacturers and distributors of active substances 
who are established in the Union shall register their activity with 
the competent authority of the Member State in which they are 
established» (art. 52 a) comma 1); 

• Annually, all changes which have taken place as regards the 
information provided in the registration form will be 
communicated to the NCA. All changes having an impact on the 
quality and safety of the active substances which are imported, 
manufactured and distributed must be notified immediately;

• For new companies the registration is mandatory starting the 
2nd January 2012; already existing companies must notify the 
NCA by 2nd March 2013.



Dir.2011/62/EU: NCAs obligations

• «The competent authority of the Member State concerned shall 
have a system of supervision including by inspection at an 
appropriate frequency based on risk, at the premises of 
manufacturers, importers, or distributors of active substances, 
located on its territory, and effective follow-up thereof» (art. 
111);

• The competent authority may carry out inspections at premises 
of manufacturers or distributors of APIs located in third 
countries and manufacturers or importers of excipients (if there
are grounds for suspecting non compliance with GMP or GDP)

• Member States and the EMA shall cooperate in the coordination 
of inspections in third countries.
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Dir.2011/62/EU: Importers obligations

• APIs can be imported only if manufactured in accordance 
with GMP at least equivalent to those in force in EU (art. 
46b);

• The API must be accompanied by a “written 
confirmation” from the competent authority of the 
exporting third country stating that:

- the API were manufactured in compliance with GMP at 
least equivalent to the European standards;

- findings of non compliance will be supplied to the Union 
without delay;

• Not requested if the exporting country is considered 
equivalent by the EU Commission, or if a valid EU GMP 
certificate is available (only within the validity period).
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EU Commission obligations

• Several tasks to be accomplished by the EU Commission:

(http://ec.europa.eu/health/files/counterf_par_trade/planning.pdf)

• “At the request of a third country, the Commission shall assess 
whether that country’s regulatory framework applicable to 
active substances exported to the Union and the respective 
control and enforcement activities ensure a level of protection 
of public health equivalent to that of the Union..” (art. 111b, 
comma 1). 

• “The Commission shall perform the assessment and verification 
in cooperation with the Agency (EMA) and the competent 
authorities of the Member States” and will publish the list of 
Authorities to be considered equivalent (art. 111b, comma 4). 

34



Impact of the new legislation on the 
Italian system

• Translation of the new directive into the national legislation still 
to be issued (keep the authorization system or move to a 
«registration» system?);

• The new requirements for APIs manufacturers and importers 
are already in place (for importation under case n. 2); 

• Need to adapt the new requirements for APIs distributors to the 
system in place and increase the interaction between AIFA and 
Ministry of Health;

• The impact of the new requirements for importers (written 
declaration) to be estimated for importation under case n.1;

• Implement a risk-based approach for excipients manufacturers.  
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Some figures from CCMHPIE (*)
• Chinese manufacturers currently produce 1.620 APIs (data at 

the end 2011- the biggest API manufacturer worldwide);

• During 2011: 4.183 Companies have exported APIs to EU 
market (maybe include last intermediates?);

• Among these Companies 3.883 were manufacturers (the others 
were vendors/distributors) with 335 valid CEPs.

How many of these companies were inspected by the National 
Competent Authority or by an EU MS or by any other 

International Inspectorate working with ICHQ7 guidance? 

(*) conference “Certification procedure 1992-2012: 20 years of experience” Larnaca, 03/2012
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Why the written confirmation is important

A company 

producing

only for export, 

neither inspected 

by the SFDA, nor

by local Author.

Absence of 

GMP compliance



Two key words: harmonization & sharing

HARMONIZATION

In a globalized world a common effort to work with 
common quality standards is required;

SHARING

EU NCAs must develop the network of exchange of 
information and sharing the inspection resources for extra-
EU sites. Only sharing of resources and information within 
EU MS and partners (MRA, PIC/S partners, Equivalent 
countries) will allow to manage this complex world.
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International cooperation

• API International Programme coordinate by the EMA: 
includes TGA, US-FDA, EU MS and recently extended to WHO 
(“Programme to rationalise international GMP inspections of 
active pharmaceutical ingredients/active substances 
manufacturers” 20 February 2012   
EMA/INS/GMP/129953/2012);

• US-FDA became part of PIC/S with the aim to increase the 
networking with other Regulatory Agencies (in 2011);

• EMA and PIC/S signed also a cooperation agreement in 
2010;

• EDQM inspection programme; 

• WHO inspection programme.
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International cooperation

• A new module in Eudra-GMP (EMA) is under development to 
plan extra-EU inspections to optimise the use of the EU NCAs 
inspection resources;

• PIC/S Expert circle on API:  development of harmonized 
approaches and guidelines for API inspections;

• Revision of the Q&A on ICHQ7 (EU GMP Part II) coordinated by 
the PIC/S Expert circle on API;

• PIC/S is developing training modules for API inspections for 
regulators and industry.



Perspectives

• Development of a common risk assessment policy (PIC/S model 
under discussion) for API manufacturers, importers, distributors
and manufacturers and importers of excipients;

• Increase the exchange of information at an international  level;

• Update the «Compilation Community Procedures on Inspections 
and exchange of information» to harmonize approaches and 
operations within EU (some procedures already revised);

• Enhance the use of database and IT tools to share information 
on API importers, manufacturers, distributors based in EU and 
on third countries inspections (registration of manufacturers, 
importers and distributors in EU, Eudra GMP/GDP database, new 
module for coordination of API inspections in third countries, 
etc).
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Conclusions
• The Italian position, which appeared to be discriminatory for national 

companies compared to EU and extra-EU competitors, is becoming a 
shared approach and, the target where the EU is moving (at long 
term);

• The National EU Inspectorates have to reinforce the API surveillance 
program and implement policies and procedures to work together;

• Need to promote the Audit Program within PIC/S members, MRA 
partners (to include APIs), candidates as Equivalent countries.

• Need for Regulatory Authorities of the biggest exporting countries to 
know how the EU system will work and develop a strategy to face the 
impact of the new legislation.

• Need for EU MS to assess the impact of the new directive on the APIs 
procurement from third countries and evaluate how to manage possible  
shortage. 
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A final message

• Quality of medicines in a globalized world can only be assured

trough the adoption of harmonized standards and approaches 

at international level (EU and worldwide)

• The increase of compliance worldwide will be realized only by 
the adoption of 
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Thank you for your attention!
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