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Opening access, saving lives

The crucial work to accelerate access to new HCV drugs for people living with HIV and Hepatitis C

In 2007, a group of activists, many living with HIV and hepatitis C, met with researchers, clinicians, regulators, and representatives from Abbott, Roche, Schering-Plough, and Tibotec in Sitges, in the North-eastern coast of Spain. The purpose was to address a critical issue: the clinical development of HCV therapies in HIV/HCV co-infected people and how to accelerate it.

Among community people, a short-size but big-courage woman was present, listening carefully everything that was being said, even it sometimes was too technical for her. My friend and colleague Esther Inés had a very special reason to be there and pay deep attention to all that had to be discussed. She had HIV and HCV, like more than 50% of PLWHA in Spain, and her liver disease was progressing too rapidly, like is most co-infected people. She wanted to know how far research in new HCV drugs had gone, and how fast access to these potentially life-saving compounds for co-infected people will be granted. 

In 2008, a second meeting was held in the same beautiful Catalan village, to discuss new HCV drug trial design in co-infected people. Again, activists, researchers, clinicians and representatives from Abbott, Gilead, Pfizer, Roche, Schering-Plough, and Tibotec gathered to discuss immunologic, virologic, pharmacokinetic, regulatory and population-specific aspects of HCV drug development. Both seminars were supported by the EATG and organised by one different local NGO each time. They were both planned by Tracy Swan, from TAG (US), and myself.

Esther couldn’t attend this second meeting –there were some logistic challenges for her (this time the organisers didn’t have enough money to provide simultaneous translation into Spanish as in the first meeting); but even if she still thought she could make an effort with her modest English, Esther’s health was deteriorating as she was feeling more and more exhausted every day. Just some 3 months later, Esther passed away while in a waiting list as candidate for a liver transplant. She did not live enough to get a new organ, neither to see how now HCV drugs could benefit co-infected people like she.

While I still mourn and miss Esther and other colleagues and friends, I obstinately remember that their cases aren’t a rarity. On the contrary, is becoming the sad rule for many in our community, particularly in South Europe and now also increasingly in Eastern European countries.

Let’s recall that hepatitis C virus infection is the most common infection causing chronic liver disease in Europe, and globally second only after the hepatitis B virus infection. Worldwide around 3% of the population is estimated to be infected, corresponding to around 200 million people at risk of developing serious liver related morbidity. 

In Europe the prevalence varies by geographic region from about 0.5% in Northern countries to 2% and higher in Mediterranean countries and in Eastern Europe. HCV of genotype 1, which is the most resistant to treatment effectiveness together with genotype 4, is the predominant genotype globally and in most European countries. In Europe and the US around 30% of HIV-infected patients are co-infected with HCV, ranging up to 50% in some regions.

As recognised by an endless number of studies and by the European authorities, liver failure has now become a major cause of death among people living with HIV in Western countries.  In parts of Southern Europe—Italy, Spain, France, and Portugal—liver failure is now the leading cause of death among HIV-positive people.   Several factors contribute to this scenario:

· Hepatitis C is prevalent among people living with HIV; 30 to 70% are co-infected, depending on the geographical area, as has been explained.

· HIV accelerates hepatitis C disease progression in co-infected people. 

· Current HCV treatment is less likely to eradicate hepatitis C virus in HIV-positive people, versus those with HCV alone, particularly in genotype 1 (14-29%).

· In co-infected people, HCV therapy is associated with significantly higher number and grade of side effects and with poor tolerability.

Therefore, more effective, less toxic HCV therapies are urgently needed for all coinfected people. However, safety and efficacy studies in co-infected people are not officially required for approval of new HCV therapies. Often, data on HCV treatment in co-infected people appears years after HCV drugs are approved. This is an unacceptable situation, and must be addressed by all stakeholders in the filed, and must be a priority, an emergency, for HIV community groups.
This is what we have doing the past two years. In 2007, meeting participants created The Sitges Declaration, a ground-breaking, collaborative statement on HCV drug development in HIV/HCV co-infected people that established the basements for an innovative milestone: companies are starting to commit to test their new HCV compounds in people living with HIV and HCV parallel to their Phase III trials for the mono-infected population. In 2008, a renewed commitment was promoted, with a more detailed text of what we all commit to. Given the complexities of getting the final green light by the many different actors signing in it, the document is not yet publicly available, but we expect it will be very soon, becoming a new very good step forward in the right direction.

As a result of this ongoing project, co-infected people may gain access to experimental HCV therapies prior to their approval. The EMEA and the FDA have started to discuss guidelines and recommendations for HCV drug development, including pre-approval studies in HIV-co-infected people. In addition, some drug companies have approached community members to explore the viability of studying HCV drugs in development in co-infected people prior to marketing authorization.

It isn’t easy, however. Apart from will from drug companies and support from regulatory agencies, a lot of not well-understood issues still need to be addressed: drug interactions, resistance and cross-resistance, added or new side-effects, among others. As with HIV, combination therapy is necessary to successfully treat hepatitis C.  For the time being, new hepatitis C drugs will be used with the current standard of care, but as more new drugs enter clinical trials, the treatment paradigm will change. Well-designed studies for mono-and co-infected people are crucial for identifying new treatment strategies that are effective, safe and feasible, as well as for gaining marketing authorization.  

More research, more debate and more stakeholder interactions are urgently required. We hope that we, the HIV community, will be able to carry on this vital project and keep on leading the discussions and putting the needs of people living with HIV and HCV in the agenda. By pushing to open access to new HCV drugs for co-infected people, without being too daring to put them on risk, we will save lives and honor those who left us, like my beloved Esther. What if not this one it is the goal at the heart of an HIV activist group?
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