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EMA recommends refusal of authorisation for Paclitaxel
Hetero (paclitaxel, 6 mg/ml concentrate for solution for
infusion)

EMA completes review following disagreement among EU Member States

On 18 October 2018, the European Medicines Agency (EMA) completed a review of Paclitaxel Hetero
following a disagreement among EU Member States regarding its authorisation. The Agency concluded
that the benefits of Paclitaxel Hetero do not outweigh its risks, and the marketing authorisation cannot
be granted in Portugal or in other Member States of the EU (Germany, the Netherlands and the UK).

What is Paclitaxel Hetero?

Paclitaxel Hetero is a medicine that contains the active substance paclitaxel. It was to be available as a
concentrate for solution for infusion (6 mg/ml) for the treatment of breast cancer, cancer of the
ovaries, non-small cell lung cancer and Kaposi’s sarcoma (a cancer of the blood vessels) in patients
with acquired immune deficiency syndrome (AIDS).

Paclitaxel belongs to the group of cancer medicines known as the ‘taxanes’. It blocks the ability of
cancer cells to break down their internal ‘skeleton’ that allows them to divide and multiply. With their
skeleton still in place, the cells cannot divide and they eventually die.

Paclitaxel Hetero was developed as a generic medicine. This means that Paclitaxel Hetero was
developed to contain the same active substance and work in the same way as a ‘reference medicine’
already authorised in EU called Taxol.

The paclitaxel in Paclitaxel Hetero and in Taxol is contained in tiny particles called micelles, to help it
dissolve in the solution.

Why was Paclitaxel Hetero reviewed?

Hetero Europe S.L. Viladecans (Barcelona) submitted Paclitaxel Hetero to the Portuguese medicines
agency for a decentralised procedure. This is a procedure where one Member State (the ‘reference
Member State’, in this instance Portugal) assesses a medicine with a view to granting a marketing
authorisation that will be valid in this country as well as in other Member States where the company
has applied for a marketing authorisation (the ‘concerned Member States’, in this instance Germany,
the Netherlands and the UK).
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However, the Member States were not able to reach an agreement and the Portuguese agency referred
the matter to EMA for arbitration on 2 November 2017.

The grounds for the referral were concerns raised by the Netherlands that the data submitted to
support the application were not sufficient to show that Paclitaxel Hetero is ‘bioequivalent’ to Taxol.
Two medicines are bioequivalent when they produce the same levels of the active substance in the
body and are therefore expected to have the same effect. In particular, the company did not provide
direct comparative data with the reference medicine, which is normally required for medicines
formulated in micelles. Instead, it submitted indirect comparative data and a study which compared
blood levels of paclitaxel in Paclitaxel Hetero with those of another generic paclitaxel medicine, which
was not considered sufficient by the Netherlands.

What is the outcome of the review?

Based on the evaluation of the currently available data, the Agency concluded that they were not
sufficient to show that Paclitaxel Hetero is ‘bioequivalent’ to Taxol and that their active substances
behave in the same way in the body.

The Agency therefore concluded that the benefits of Paclitaxel Hetero do not outweigh its risks and
recommended that the marketing authorisation should not be granted in the concerned Member
States.

More about the procedure

The review of Paclitaxel Hetero was initiated at the request of Portugal under Article 29 of Directive
2001/83/EC.

The review was carried out by EMA’s Committee for Medicinal Products for Human Use (CHMP),
responsible for questions concerning medicines for human use.

The European Commission issued an EU-wide legally binding decision on 11 January 2019.
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