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Dear Mr Casella,
Many thanks for your kind communication. We are pleased to note that, in general, there were no specific comments concerning technical obstacles to trade, and conclude from this that the results of the consultation indicate that the draft decree does not constitute an unnecessary barrier to international trade.
We have replied to each of your comments individually below.
1. The EU considers that the wording of Article 7 is general, making it difficult to ascertain the consequences of the abbreviated pathway.
The Colombian health authorities are currently examining the wording of the Article to establish whether the scope of the abbreviated pathway needs greater clarification. It is in our interest to ensure that the requirements for subjecting a biological medicinal product to quality, safety and efficacy evaluation are clear and predictable.
It is important to point out that Article 7 should not be read in isolation but analysed in conjunction with Articles 3 and 8. Article 3 sets out the quality, safety and efficacy attributes to be evaluated by the Health Agency on the basis of the information submitted by the party concerned. These attributes are assessed in all cases and must be demonstrated regardless of the pathway via which the information is presented or the type of manufacturer (pioneer or competitor). Article 8 lays down the essential data required for the medicine in respect of which the application is being made. These data must be derived from tests carried out by the applicant, who may not rely on information provided by other applicants or competitors for the purposes of complying with this Article. Furthermore, the test data required under Article 8 refer to the product under evaluation and not only to its active pharmaceutical ingredient. This means that the abbreviated pathway requires all information demonstrating the quality, efficacy and safety of the medicament to be submitted.
The pathways referred to in the Decree are information presentation pathways and not pathways for evaluating safety and efficacy. The evaluation procedure is always the same; there is one only and the same standard is applied to all three pathways. This emerges clearly from the second paragraph of Article 4.
We assume that the concern over the inability to determine the 'consequences' of the abbreviated pathway owing to its general nature relates to the effects on trade; more specifically, whether it constitutes an unnecessary barrier to medicines of biological origin entering the Colombian market. Quite the contrary; as can be seen from the explanations above, the abbreviated pathway will allow entry to those therapeutic proteins (active ingredients) for which the essential information required in Article 8 is supplied, namely the dossier with all existing evidence concerning safety and efficacy, and which are of lesser complexity and can be fully characterised using latest-generation techniques as established in the WHO guidelines. For proteins (active ingredients) meeting these criteria, the actual clinical information required can be reduced to only that which is necessary to guarantee safety and efficacy. This extends competition and improves market access conditions, without compromising public health protection.
2. The European Union asks for more details on a) the type of medicines intended for the abbreviated pathway and b) how it will be implemented in practice.
a) To address concerns in this regard, we would refer to Articles 7, 8 and 10 of the Decree.
Article 7, which deals specifically with the abbreviated pathway, stipulates that a medicine may follow this route only if its active pharmaceutical ingredient has been sufficiently characterised using latest-generation analytical methods and has a defined and extensively documented safety and efficacy profile, there is considerable experience of its clinical use and solid pharmacovigilance information is available. The evidence of this must originate from the reference countries and health authorities referred to in Article 6.
These criteria are reinforced and extended in Article 10, which defines the concepts of 'totality of evidence' and 'complexity of the molecule'. These criteria are internationally recognised and are reflected in technical guidelines such as those issued by the FDA and EMA. 'Totality of evidence' (concept taken from the FDA guidelines) refers to elements associated with the efficacy and safety profile, the clinical trials and the pharmacovigilance information available worldwide, marketing of the medicine in different parts of the world, and how long the biological medicine under evaluation and others containing the same active pharmaceutical ingredient have been on the market. This evidence must originate from the reference countries and health authorities referred to in Article 6. The concept of 'totality of evidence' also refers to the information used in the process of safety and efficacy evaluation by the health authorities in the reference countries, where available. The 'complexity' of the molecule is determined from the number of amino acids in the protein, its spatial structure and its degree of characterisation.
Thus, the medicines eligible for the abbreviated presentation and information pathway are those for which the safety and efficacy of the active ingredient are adequately known through the product having been on the market for a sufficient period and sold in countries with well-established health systems and health agencies with considerable experience both in evaluating biological medicines and in pharmacovigilance, such as those mentioned in Article 6, which guarantees that information on possible adverse effects is trustworthy and reliable. They are medicines containing active substances which have been tested with scientific rigour using well-defined animal and human experiments submitted to peer review.
Most importantly, however, these medicines contain molecules which have been sufficiently characterised using latest-generation analytical techniques which can detect minimal variations and establish whether such variations are within acceptable limits for the batches concerned. For this reason the Decree provides, similarly to the FDA and EMA, that the extent and complexity of the animal and human experiments to be required by the Health Agency are inversely proportional to the degree of characterisation of the molecule. In other words, the greater the degree of characterisation of and information on the physicochemical attributes of the active ingredient, the lesser the extent and complexity of the clinical studies demanded.
The health authorities will revise the current wording and make the necessary adjustments to ensure that the proposal is much clearer and more explicit on the above points. 
b) On the question of how the abbreviated pathway will be implemented, we are pleased to advise as follows.
The first point is that, as indicated in Article 32, the Decree will not be able to enter into force until the guidelines for evaluating immunogenicity and stability have been compiled and approved. This will be the first step in implementation.
At the same time, it is important to refer to the implementation of the Decree as a whole, and not only of the abbreviated pathway. The Decree contains various points to be implemented.
· Drafting of the above-mentioned guidelines which are a condition for its entry into force.
· Drafting and adoption of the other guidelines. This will be the responsibility of the Ministry of Health. The Decree also lays down the time limits for accomplishing these steps and provides for transitional arrangements where necessary. Before issuing the draft guidelines, the Ministry of Health will submit them for public consultation and, once comments have been received, indicate in a transparent manner which of those comments have been accepted and the reasons for rejecting the remainder.
· Institutional strengthening of the Specialised Chamber pursuant to Article 27. This process has already commenced with the adoption of a decree on the restructuring of the Health Agency, which is in the process of implementation. As part of this process, a support group for the Members of the Chamber has been created. In addition, the Governing Board of INVIMA this year expanded the Specialised Chamber by two Members, seeking for these posts a profile reflecting expertise in biological and biotechnology medicines.
· The Central Register of Patients established by Article 29, intended to allow post-marketing monitoring and management of use associated with the results.
· Establishment of a specific nomenclature for the registration of medicines of biological origin as provided for in Article 22. This will be overseen by INVIMA.
3. The European Union requests confirmation that the abbreviated pathway will be applied to biological medicines which are authorised in the countries or regions from which the information is collected.
Article 7 provides clearly that the information available on the quality, safety and efficacy of medicines containing an active pharmaceutical ingredient sufficiently characterised using latest-generation analytical techniques, used by the applicant to support the application, must originate from the reference countries and health authorities referred to in Article 6.
4. The European Union invites Colombia to apply this pathway to whole products instead of active substances.
We would reiterate that the abbreviated pathway must be seen in the context of the Decree as a whole, and in conjunction with Articles 3 and 8 in particular. The health assessment proposed in the draft legislation applies to the whole product and not only the active ingredient. The tests laid down in Article 8 must be carried out on the medicine which is the 'subject of the application' and not only on the active pharmaceutical ingredient thereof. The same Article provides that, where appropriate, the information must also refer to the raw materials and other inputs. Title III of the Decree refers specifically to evaluating the quality of the medicine and its production process.
Under Article 10, 'totality of evidence' refers to information available not only on the medicine forming the subject of the application, but on all other medicines containing the same active pharmaceutical ingredient. In other words, it does not refer solely to information on the active ingredient.
As already explained, applicants may opt for the abbreviated pathway for presentation of information; in other words, they may support their application using all available information without having to repeat clinical investigations using animal and human subjects only where the degree of characterisation of the molecule is such that it is possible to identify in detail the physicochemical differences and similarities between the active ingredient of the medicine under investigation and that of the reference medicine, and to conclude that those differences are insignificant and within the acceptable variation range for the lot concerned. It is also important to note that all the tests prescribed in Article 8 must always be carried out on the medicine which is the subject of the application, including the characterisation mentioned. Article 8 also requires data on immunogenicity to be provided in all cases, irrespective of the evaluation pathway. Applicants opting for the abbreviated pathway may under no circumstances rely on information produced with a different medicine for the purposes of this Article.
Thus, it is not the case that the abbreviated pathway applies only to the active ingredient. What the abbreviated pathway does is to enable the number, extent and complexity of human and animal experiments to be reduced, always depending on the degree of characterisation of the protein (active ingredient), but the assessment carried out by the Health Agency looks at the quality, safety and efficacy of the medicine as a whole and not just of its active pharmaceutical ingredient.
5. The European Union asks for further details regarding the transparency of the process of drafting the guidelines under Article 25 and, in particular, whether there will be public consultation on them internally and within the WTO.
The guidelines referred to in Article 25 will undergo public consultation and interested parties will have the opportunity to submit comments. They will also be sent to the Ministry of Trade for an opinion on whether they should be submitted for consultation to the WTO and, if so directed, consultation will be arranged at international level.
Yours sincerely,
NANCY ROCIO HUERTAS VEGA
Directorate of Medicines and Health Technology
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