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World Health Organization (WHO) plans to evaluate active pharmaceutical ingredients (APIs) is worrying industry. WHO is starting a pilot where it will prequalify selected APIs because the globalisation of drug production has made it difficult to verify their quality. However, the pharmaceutical industry is concerned the pilot may increase company costs while a US think tank is worried it may take away from the WHO's core business.

The pilot is in response to increasing concerns by medicines regulators over API quality, especially with respect to non-compliance with Good Manufacturing Practice (GMP), the WHO says. Already the US is looking at draft legislation to safeguard the supply chain (both domestically and overseas) in part in response to the contaminated heparin from China, which was sold by Baxter in 2008 (scripintelligence.com, 23 September 2010).

WHO already prequalifies finished pharmaceutical products under its prequalification medicines programme – the list includes innovator and generic products (including low cost drugs made by Indian firms) – to aid the procurement decisions of UN agencies, usually for patients in developing countries. The pilot will cover APIs for products treating three infectious diseases, HIV/AIDS, malaria and tuberculosis.

IFPMA, the international pharmaceutical R&D industry association, says it supports the WHO move – as it will help ensure the quality of medicines procured by agencies (which plays an important role in meeting the UN Millennium Development goal for the three diseases) – but has expressed some reservation.

It told Scrip: "Stringent Regulatory Authorities (SRAs – ICH countries and

regions) are themselves extending the geographical scope of their activities, in response to the increasingly global nature of the trade in medicines, and especially APIs. So, where a product or API is approved by a stringent regulatory authority, the need for a separate prequalification process should be weighed against the extra time and cost involved, because the quality aspect and GMP are already adequately covered by the SRA registration."

But Dr Lembit Rägo, coordinator for quality assurance and safety of medicines at the WHO, challenged the IFPMA's view. He told Scrip: "Things have logic. We are not intending to replicate the work but rather focus on what is not covered by others. In case something is done by other parties on the level that satisfies our needs we at least in WHO medicines prequalification programme have a well documented record of recognizing others work without running into duplications."

A US think-tank has also expressed some concern about the pilot. Roger Bate, a Legatum fellow scholar in global prosperity at the American Enterprise Institute for Public Policy Research, told Scrip that overall the move was positive, but he was worried that it may not have the funding it needs. Dr Rägo confirmed that no new funding was going to the pilot.

Mr Bate said: "Poor quality APIs are probably the greatest cause for substandard medicines globally, so improving supply would help matters significantly. A WHO seal of approval would be sought out and trying to get the seal would improve API production from those doing so."

But he added that the WHO prequalification system was rather slow already and if it is to now do "more with the same money" he fears that even longer delays will occur. Furthermore, he believes that WHO cannot oversee production as well as FDA, for a mixture of funding and staffing reasons.

"So I suspect that we will have some substandard API producers becoming approved. The WHO prequalification system took a long time to bed in before, with products approved, withdrawn and some re-approved. How will WHO avoid the same fiasco again?"

Mr Bate also has doubts whether the new WHO move will affect major drug producers as most of their final products have to be approved by US FDA and hence some APIs will be overseen as well, but adds that it may affect them in the long run.

One Indian API manufacturer, Lupin, welcomed WHO's announcement. Naresh Gupta, president of Lupin's API and global TB business, told Scrip that quality is of paramount importance especially in areas like TB, where drug resistance is high. However, he added that Lupin's API plants for rifampicin, ethambutol and pyrazinamide are already approved by the WHO. India is the third largest API manufacturer in the world with an estimated 500 different APIs, according to a report by Ernst and Young and the Organisation of Pharmaceutical Producers of India.

One European regulatory official supported WHO moves. Emer Cooke, the international liaison officer for the European Medicines Agency, said: "It is consistent with efforts to tighten control on active pharmaceuticals in line with new European legislation on falsified medicines. We will be interested to explore the impact on other international initiatives on APIs and to consider opportunities for synergies."

Details of the pilotThe API pilot will start on 21 October and is inviting firms to participate. Once approved each prequalified API will be added to a WHO list, including details of the supplier and manufacturing site(s).

The prequalification programme already assesses API master files as part of its evaluation of finished pharmaceutical products, which can include inspection of the manufacturing site(s) to assess compliance with WHO GMP, if risk assessment indicates that on-site inspection is necessary. An API submitted for evaluation will generally undergo both dossier assessment and inspection of the manufacturing site.

WHO says the API list will be of great interest to pharmaceutical manufacturers seeking to ensure the quality of APIs and to national medicines regulators who wish to verify the standard of APIs that have been used to manufacture nationally registered medicines or medicines for which an application for registration has been received.

It is expected that the time taken to reach prequalification will be shorter for finished pharmaceutical products that are manufactured using WHO-prequalified APIs, than for those manufactured using APIs that have not previously been evaluated by WHO.

