Conversation between GiveWell and an individual who prefers to remain anonymous, July 19, 2010 

Note: This individual is the former head of worldwide discovery at a major pharmaceutical company.
Does charity play an important role in funding drug discovery or is there already enough money from government and industry?

With respect to healthcare, the pharmaceutical industry is cutting back significantly. 120,000 people were laid off last year. Some government agencies are also reducing their funding of research and a gap in healthcare innovation may be looming.  Charities, PPPs and other NGOs can certainly help to narrow that gap.

Isn’t it possible that industry is cutting back on funding R&D because of an assessment that R&D doesn’t have good expected value?

Pharma has high fixed costs – it can cost $1.5 billion to develop a new drug – which charities do not have to incur. In addition, in cardiovascular research for example, clinical trials are extremely expensive because thousands of patients are needed in to demonstrate that a new drug is more effective than what’s currently on the market, and at least as safe
How could charities develop drugs more cheaply?

You have to distinguish between drug discovery and development. Development expenses won't change much unless new clinical methodologies are employed since you need to include a lot of patients for most trials. On the other hand, drug discovery costs only about a half of development.

Some charities conduct their own research while others fund outside groups and virtual organisations. For example, Medicines for Malaria Ventures (MMV) funds “mini-portfolios” at Genzyme, GSK and Novartis as well as individual and collaborative projects with other industrial and academic partners.

Any charity making external investments in drug discovery would need to have a very clear idea of the scientific expertise of the groups they were dealing with and their own internal experts to ensure appropriate quality control as the project progressed.  Usually, charities would seek the advice of independent experts to select projects and review progress.
What would you look for to determine if a group had the appropriate expertise?
For example, the MMV Expert Scientific Advisory Committee (ESAC) includes experts from all aspects of malaria research and treatment who review research  proposals and offer advice on which should be funded. The programmes are then administered by MMV staff who usually have pharmaceutical experience 

How does MMV assess intermediate progress of research?

The average industry time in taking a drug discovery project from A to B is well defined so a review committee can decide which objectives the project should achieve by a certain date. In some cases, failure to reach agreed objectives could lead to withdrawal of funding
Are those milestones available publicly for MMV?

From a quick look at the Annual Report and the website you'll find membership of ESAC, MMV staff members, and the project portfolio with a summary of status and any key decisions. Criteria for the various stages of the drug discovery process are also included
Would an expert committee always cut off funding if a project has not met agreed milestones?

Not necessarily, but they would want to understand how the short fall came about. Milestones and objectives are not immovable so most committees would respond to extenuating circumstances.

Is a detailed report available that lays out what the milestones are, which projects met them, and if not, why not?
As mentioned above most of this information is available in the MMV annual report and on the web site, but I can’t comment on other organisations
How would an expert committee decide which researchers to fund?
Usually, there would be a public call for proposals and of say 100 applications received, the committee may decide to review around a dozen in more detail after a rigorous scoring process. This would lead to formal presentations being made to the committee who would probably only have funding for the top 3 or 4. So, given that process, it's almost guaranteed that most funding agencies are only able to support the very best research groups.

Do you think all proposals a committee may receive will ultimately get funded by someone else?
Most likely, the majority of applications would not be funded by other agencies if they had been rejected by an expert committee in their field of research
Is it acceptable that so many important research projects are not getting funded?
Of course not, but expert committees have to make hard decisions as funds are so tight these days. 
So do organizations such as MMV have a need for additional donations?
Of course they do, and in a sense some PPPs have been the victim of their own success because compounds that enter the more expensive clinical development phase can divert precious funding away from drug discovery. This can lead to the closure of innovative projects and a short fall in clinical candidates in the years to come.
 Couldn’t the Gates Foundation fund the gap?
The Gates Foundation has been extraordinarily generous in funding new drugs and vaccines for diseases of the developing World. I assume they too have been affected by the economic downturn, and are not a bottomless pit.  The Foundation is already making significant investments in malaria, TB and HIV/AIDS for example, and you can’t expect them to provide additional funding at the drop of a hat.
Do you have a sense for what funding in different disease areas would likely accomplish?
You can consider diseases of the developing and developed world but in both cases there are there are major differences. For example, various experts believe that drug discovery for malaria may be more tractable than TB and dengue fever, and indeed MMV is supporting a portfolio of some 20 discovery and development projects.
In the developed world, companies are moving out of cardiovascular research because clinical trials are long and expensive, and some conditions such as hypertension are now well treated. On the other hand, around 100 new agents have been evaluated in stroke patients but none have worked which suggests increased investment in more early stage research.
Can you elaborate on the differences in opportunity between Malaria and TB/Dengue fever?
In TB for instance, it's difficult to get the drug into the mycobacterium. TB undergoes a latent phase when little seems to be happening which makes it more difficult to attack the biological target. You have to treat for 6-9 months with a cocktail of drugs. In malaria, one objective is a once-daily, 3-day treatment which is a much simpler paradigm.  Drug access to the parasite is better understood and there seem to be more tractable mechanistic targets in malaria. TB and dengue fever could be an order of magnitude more difficult, which is all the more reason for continued funding.
Is this type of information agreed upon by experts and publicly available?
The WHO TDR and DNDi should have this information and Rob Ridley would be a good contact as well as a charity such as the Wellcome Foundation.
There are review articles on potential targets for malaria, TB and dengue and I believe a drugability classification is also available on line.
Is any of this published or do researchers just know it?

John Overington has looked at these mechanistic targets and classified them with respect to drugability so he would have a view on the relative opportunities for new drugs for malaria, TB and dengue
Do you focus mostly on developing world diseases?
I consult mainly for biotech companies that are focused on cancer, asthma, and MS for example, but I am also able to make a full contribution to charities and government agencies that are concerned with diseases of the developing world. 
Where would you give?

A general comment: my wife and I have made major donations to charities over the years but have sometimes been disappointed with the way the money’s used and also the communication from the charities about what they’ve done. As a potential donor, I’d look at how the money would be used, the expertise of the staff and how they'd monitor progress, and how they would keep us informed on their activities
