IEX Community Call – Draft 5

General questions

According to the Dutch newspaper Volkskrant (19 August), Crucell has intimated it would be willing to participate in the new Pharma top research institute. That would imply a much closer cooperation with universities and other companies. Does that mean you are going to start new projects, and if so, what kind?

A: The Cabinet has not yet approved the plans for a Pharma top research institute. For Crucell, that means that no new projects related to this initiative are now under discussion.

Are Factor V Leiden and pregnancy (spontaneous abortion, IVF) included in the licensing agreement with Ferring Pharmaceuticals? Kindest regards, Flosz

A: The licensing agreement allows Ferring to use our PER.C6® technology in the field of female health. We have agreed with our licensee not to disclose any further details. Factor V-Leiden is not included under the agreement. 

Questions about product programs

How long are the clinical phases of your West Nile and Ebola programs going to take? What year do you expect these vaccines to hit the market? What sort of margin is there between a worst-case and a best-case scenario? Could you explain/elucidate?

A: It is impossible to tell in advance how long clinical studies will take. That also means I cannot in any way give you an exact date for these products to be introduced to the market. That depends on a number of factors, including the progress of our own research program, the intermediate results, and the specific requirements of the authorities. We assume that the clinical studies for our West Nile and Ebola vaccines will start in the next few months. In the case of the Ebola vaccine, we are dependent upon the US Vaccine Research Center (VRC) of the National Institutes of Health and the US Army Research Institute for Infectious Diseases (USAMRIID), who will carry out the clinical testing. In view of the intended use of the Ebola vaccine — in possible cases of bioterrorism — and the fact that it is not possible to test the effectiveness of the vaccine on live patients, the Ebola tests are quite different from those for the West Nile vaccine. And this could mean a shorter time to market for the Ebola vaccine than for the West Nile vaccine. 

What sort of price tag are we talking for the entire clinical research for West Nile: phases I, II and III? Same question for Flu and Ebola? How much of this cost is paid by Crucell and what is covered by subsidies?

A: The costs of clinical studies depend upon a number of factors, such as the scope and the rate of progress. For example, determining the usefulness of the Ebola vaccine will require less research than in the case of influenza or West Nile. But the Ebola studies can only be carried out in the US, because of the very special high security facilities needed. That means it is impossible to make an accurate cost estimate. For the moment, these costs are borne by the NIH or paid in kind.

The West Nile studies are fully paid by Crucell. In the case of influenza, we have a cooperation agreement with sanofi pasteur. On the basis of this agreement, Crucell receives annual and milestone (success) payments totaling € 30 million, plus financing for research and development activities carried out at Crucell. In April this year, sanofi pasteur was awarded a US$ 97 million contract by the American government to accelerate the licensure in the U.S. of a PER.C6®-based influenza vaccine and to design a vaccine manufacturing facility. Crucell will be a subcontractor for these activities.

For our Ebola vaccine, we cooperate with the Vaccine Research Center (VRC) of the National Institutes of Health (NIH) and the US Army Research Institute for Infectious Diseases (USAMRIID). Under the terms of this contract, we will receive up to € 21.4 million to manufacture up to ten batches of clinical material. These materials will be used in Phase I and Phase II clinical studies.

Your TB vaccine project with Aeras Global is starting in Q2 2006. Is this clinical phase I? To what extent is this project being financed by Aeras, which has received US$ 82.9 million from the Melinda & David Gates Foundation to develop a TB vaccine? Where does this Crucell TB vaccine stand with regard to competition? Who are the competitors? Does Crucell hold the patents for this TB vaccine, so you can develop, produce and market it on your own? Is Crucell going to further develop this vaccine independently, or are you looking for another strong partner like you’ve done with the flu vaccine (Sanofi)? 

A: We intend to start Phase I clinical studies for our TB vaccine in the second quarter of 2006, in cooperation with the Aeras Global TB Vaccine Foundation, which will finance up to US$ 2.9 million for the development of clinical material, and pay for the clinical studies. The Crucell-Aeras TB vaccine program will focus on improvement of the only currently available TB vaccine, Bacillus Calmette-Guérin (BCG), using Crucell's proprietary PER.C6® and AdVac® technologies.
Aeras also sponsors other companies to develop TB vaccine candidates. They have chosen to also work with Crucell, because Aeras is of the opinion that Crucell’s AdVac® technology is among the best in the world. The TB vaccine will be further developed in cooperation with Aeras. 

In developing and marketing its malaria vaccine, Crucell is shooting for an agreement with GSK. Do you expect that this cooperation agreement will be similar to that with Sanofi Pasteur with regard to cooperation (resource sharing) and the financial aspects? What do you think is the likelihood of your reaching agreement with GSK and what are the (chiefly financial) factors that can influence the outcome?

A: Currently, animal studies are under way to compare and combine our adenovirus vector based malaria vaccine with GlaxoSmithKline’s protein malaria vaccine. The first results of these animal studies are positive. Clearly, it is an interesting option to continue cooperating with GSK. As soon as there is any further news with regard to our malaria program, we will issue a press release.

Are there any plans to make a veterinary Ebola vaccine to solve the problems of the ape population in Africa? Gary Nabel once said “this would be a very good cause”, but are there any organizations really considering such an effort? Trudy the Monkey. 

A: Crucell is working on an Ebola vaccine to protect human beings. The clinical trials for this program are still going on. We are not in a position to make any statements about whether it would be possible to develop a vaccine for apes. (CC 18 okt.) 

I would like to repeat this question in view of the tremendous strides you have made and because of the demand from both conservationists and world leaders. Kindest regards, Flosz

A: Crucell’s primary focus is still the development of a vaccine to protect humans against Ebola.

Last year, Crucell concluded a cooperation agreement with IAVI to develop an HIV vaccine. Recently, we had our first indication of what this vaccine is going to look like: J Virol. 2005 Aug;79(15):9694-701. I wonder how Crucell is going to produce this vaccine, in view of the fact that Merck has an exclusive license for the use of PER.C6® for the production of an HIV vaccine. 

A: In early 2004, Crucell and the International AIDS Vaccine Initiative (IAVI) signed an exclusive licensing agreement to develop an AIDS vaccine, based on AdVac®, our adenovirus-based vaccine technology. As part of the current cooperation agreement between Crucell and IAVI, Crucell will develop AdVac® vectors for IAVI’s AIDS vaccine development program. Merck’s AIDS vaccine program uses Merck’s proprietary vector system in combination with Crucell’s PER.C6® technology.

Questions about technologies

With or without STAR™, PER.C6® offers a better solution to the biggest problem with cell-based recombinant proteins and antibodies: scaling up production and managing costs. My question is: Can PER.C6® compete on a cost basis with direct competitors such as yeast, fungi, plants and transgenic animals? How can STAR™ help to further improve this competitive position?

A: It is our opinion that our PER.C6® technology is cost-competitive with existing cell culture technologies such as CHO. PER.C6® supports the production of proteins and antibodies which often cannot be manufactured using traditional methods such as fungi. Other advantages of our PER.C6® technology are scalability, safety and reliability. In a number of cases, our PER.C6® technology is also the more simple technology for the production of human antibodies. 

It is still too early to tell if and to what extent our STAR™ technology can improve this position, but in small scale tests the yields have been shown to triple or quadruple — sometimes even more.
Do you expect that the PER.C6® cell-line will ultimately supplant all other current (obsolete) production technologies for vaccines etc.? If so, am I right in concluding that Crucell expects to shortly sign more PER.C6® licensing agreements with other (well-known) (bio)pharmaceutical companies?

A: The PER.C6® cell line makes it possible to produce biopharmaceutical products in a safer and more efficient manner. We license our technology to the biopharmaceutical industry mainly on a non-exclusive basis. We currently have over 40 PER.C6 licensees and we continue to actively promote our licensing program. 

We expect PER.C6® to become one of the most commonly used production platforms. The principal question is whether producers of biotech products already on the market will abandon their current technologies in favor of PER.C6®. The same goes for products that are already well on their way towards the market. Clearly, there are limits to how large a market we can penetrate in the short and medium term. But we are certain we can capture a solid segment of the market.

Immediate usability of STAR™? There is a lot of discussion going on in the forums about whether or not STAR™ can be directly used for existing products. Some posters are saying you will need to make a completely new cell line before you can start using STAR™. In that case all your previous work would have to be done all over again, with new admission procedures. Could you explain or deny? 

A: Whether we can use STAR™ in connection with existing products depends upon both technology and regulation issues. Using STAR™ may mean that the regulatory authorities (Food and Drug Administration, European Medicines Agency, etc.) will see it as a new product that must be re-approved. Each single case must be discussed with the regulatory authorities to see if an accelerated procedure is possible.
Crucell has previously stated it expects to start selling its first STAR™ licenses in the course of the current year. Does Crucell still expect to do so? Louis 

A: In June of this year, we announced a cooperation agreement with biotechnology company Medarex, to explore the use of STAR™ technology for a Medarex antibody. We intend to conclude a number of cooperation agreements to evaluate this technology.

Inquisitive monkeys want to know: EPO, EPO, EPO, this is a huge market. Crucell has some related patents, and perhaps STAR™ relates to EPO? Please let Trudy know is erythropoietin production something that Crucell is likely to be involved with some day? If so, with which technologies?

A: We are in the process of evaluating whether we could in fact use our PER.C6® technology for the production of a number of proteins. As a matter of principle, however, we will not discuss any early stage R&D projects. Of course, if there is any new development, we will issue a press release.

Like all other shareholders, I am waiting for good news about STAR™. You said this was likely to be a good summer, but summer is ending and we hear nothing about STAR™. So I’m eager to hear some good news. 

A: In June of this year, we announced a cooperation agreement with biotechnology company Medarex, to explore the use of STAR™ technology for a Medarex antibody. We intend to conclude a number of cooperation agreements to evaluate this technology.

In our comments on the first half financial results, we stressed that STAR™ is a program for the longer term. STAR™ is a promising early-stage technology, and as such it still needs a lot of further development time.
What sort of progress are you making in scaling up PER.C6® from a 1500 liter vat to a 10,000 liter vat? Have you solved the alienation problem yet? How do you monitor the PER.C6® growth process for early detection of possible alienation? How much net vaccine, for example flu, do you produce in a 1500 liter vat?

A: A number of our partners are actively scaling up their PER.C6® cell cultures. Sanofi aventis has announced it intends to start manufacturing influenza vaccines in 20,000 liter bioreactors. We are not in a position to comment on their activities.

STAR™ is a technology that enables high-yield gene expression of recombinant proteins by minimalizing “chromatin structure-induced gene-silencing”. ML-laboratories (now Innovata PLC) had a similar technology, called UCOEs. This technology was licensed to Medarex, the same company now evaluating STAR™. Coincidence? There is no more reference to UCOEs on the Innovata PLC site, is that because UCOEs are too much like STAR™ and that this has caused IP issues? Is the conclusion warranted that UCOEs are covered by the STAR™ patent and that the UCOE technology has therefore been withdrawn? 

A: You should contact Innovata PLC for the reason why the UCOEs are no longer mentioned on their web site.

Your AdVac® technology is increasingly being used as a new vaccine technology (HIV, Ebola, Lassa, Marburg en Malaria). Your reason for using Ad35 as a vector is based on the fact that there is a low "pre-existing" immunity against this vector. If this technology is being widely used, that advantage might rapidly disappear. How is Crucell going to solve this? Should we be thinking about a vaccine that all of a sudden offers immunity against for example Ebola, Lassa and Marburg?

A: It is not currently known why the AdVac® vectors have such low immunogenicity in humans. It is thought to be quite possible that antibodies to AdVac® vectors disappear rapidly from circulation, so that boosting with the same vector or another vaccine is possible. 
In July, Goldman Sachs said that Crucell would not be receiving any royalties for STAR™ (at best a one-time payment), and that it would be years before STAR™ could be commercially useful. What is the current state of affairs?

A: We expect our STAR™ technology to follow the same route as our PER.C6® technology, meaning that we expect to receive royalties when products on the basis of our STAR™ technology are introduced into the market. The terms of these licenses may vary from contract to contract. 

Questions about shares and financial results 

Why does the stock price keep fluctuating so much?

A: Many factors influence the stock price. Company results, of course, but also the general economic climate and stock market sentiment. We try to be successful at our core activities and to keep you well-informed about our progress — hopefully we will see that reflected in our share price. 

Is it correct that Crucell will receive a milestone payment from Sanofi as soon as the phase I clinical trials of the flu vaccines are starting? If so, is this milestone payment included in the original agreement for € 30 million? Can you give a ballpark figure for this milestone and in what quarter are you going to book it into your results? 
A: On the basis of our cooperation agreement with Sanofi Pasteur, Crucell receives yearly payments and success-related payments, so-called milestone payments, up to a total of € 30 million, including the financing of research and development activities. Part of these milestone payments relates to realizing certain phases in the clinical studies, and part is linked to specific moments in time. 

In April 2005, Crucell signed a contract with the NIH to deliver 10 batches of clinical material with the Ebola vaccine. The value of the contract amounts to € 21.4 million. These are my questions: 1. When will these batches be manufactured and delivered? 2. When are you going to book these revenues? 3. When will you receive the money? 4. Can you give me an indication of the profit contribution of such a transaction? Thanking you in advance and wishing you lots of success for your company, Jan
A: These batches will be delivered as needed over a period of three years. They will be paid for upon delivery, and will then be booked as sales. These contracts in principle cover costs plus a reasonable profit margin. We do this work, however, not because it is financially advantageous, but because we want to develop an Ebola vaccine.

The May share issue was reputed to be five times oversubscribed. That means the investment climate is excellent for Crucell, so: do you have any plans to cash in on this interest, and if so, what will you be using this cash for?
A: The institutional placement on May 10th was by its nature limited to a maximum of 10% of the outstanding share capital. That means that a higher placement subscription on the part of investors cannot be honored. 

What is your reaction to analyst reports and advice like that of Petercam (reduce, 8,70), Goldman Sachs en ING? And why, do you think, is there such a gap between these opinions and those of several others (that I am sure you are aware of...)?
A: As far as possible and in compliance with existing legislation, we provide the same information about Crucell to all analysts. It is quite possible that different analysts on the basis of their analyses and estimates arrive at different conclusions about the value of our corporation. Individual opinions are the responsibility of the individual analyst.

How likely do you think it is that Crucell will be the target of a friendly takeover effort in the coming 12 months? And a hostile takeover?
A: We strongly believe in our proprietary technologies and our programs. Our long-term plans are both realistic and achievable. We expect to start clinical trials with a number of products with a reasonable risk profile over the next few years. In doing so, we expect to make a significant contribution to the struggle against infectious diseases.
If Galapagos or one of their partners markets a product, will you get royalties? Because, if I’m not mistaken, Galapagos started out not having to pay for using PER.C6®.

A: In 1999 we were among the founders of Galapagos. As compensation for our initial investments and the use of our technology, we received 50% of the shares. For further details about cooperation agreements and partners of Galapagos, we would refer to their emission prospectus of 5 May 2005.

US$ sensitivity of Crucell results? The US$ is under pressure because of the balance of payments deficit and the recent hurricane Katrina damage. It is likely to depreciate further vs. the EUR. What is the likely effect on Crucell’s revenues and expenses? 

A: Only a small percentage of our revenues are in US$. So we do not expect this to have any significant influence on our projected revenues and expenses.
Does the partnership with DSM imply that all licensing revenues/costs are shared, or only those that are sold by DSM?

A: Crucell and DSM Biologics are developing our proprietary PER.C6( technology for its use in large-scale contract manufacturing of products such as antibodies. We carry out joint marketing activities to sell our licenses on a worldwide basis. The two parties share their licensing revenues.
Questions about mergers / acquisitions / cooperation agreements

Why isn’t Sanofi-Aventis taking an interest in Crucell? To safeguard its flu vaccine interests and keep Crucell from being taken over?
A: Sanofi aventis has signed an exclusive licensing agreement with Crucell to produce flu vaccines on the basis of our PER.C6® technology. In our opinion, this is an excellent agreement for Crucell. 

Will Crucell ever be up for sale, now or in the future? And, of course, only for some astronomical amount of cash.
A: We strongly believe in our proprietary technologies and our programs. Our long-term plans are both realistic and achievable. We expect to start clinical trials with a number of products with a reasonable risk profile in the next few years. In doing so, we expect to make a significant contribution to the struggle against infectious diseases. We therefore expect Crucell will be able to grow to a company of considerable size independently.
In June of last year, DSM was very enthusiastic about the results with regard to continuous perfusion. Have you made further progress on this and is it likely that this will make the current production technology with its large vats obsolete?

A: We do indeed continue to work on continuous perfusion, and we see the promising results as an important competitive advantage. In all honesty, we have to say that several large companies continue to use their existing facilities and (fed) batch processes, but that PER.C6® also performs well under those circumstances. 

Questions about progress / expectations

Crucell regularly announces new antibody products. What worries me about this otherwise positive development, is that Crucell (in its current development phase as a company) is in danger of losing focus. Can you reassure me on this issue? 
A: Crucell is an ambitious company. We focus exclusively on infectious diseases and are determined to see that every single one of our principal products reaches the market. The discovery of antibody products is an exciting development. That part of our activities will be able to profit from the results of our share issue on May 10th of this year, which realized over € 50 million. Crucell’s existing financial resources were meant to fund the clinical trials for our vaccine programs. That is our primary goal and new developments, no matter how exciting, cannot be allowed to endanger our reaching it. But we feel assured that we now have sufficient financial resources to fully profit from all these new and exciting developments.

Clinical trials: Can you tell us a little more about their timing? Delivery of Ebola batches: Have you sent off the first batch yet? Or when do you plan to do so? Flu vaccine: The FDA has given IDBE so-called "fast-track" status for their flu vaccine development. Can we expect a similar "fast-track" status for the Sanofi-Crucell vaccine? Also: When do you expect to be able to deliver the Sanofi-Crucell flu vaccine?

A: Crucell is already producing batches of Ebola vaccine under the existing NIH contract. We cannot comment on the progress of Sanofi’s clinical trials.

My questions: 1. How far along are we with Crucell’s own production in the Netherlands, and what is the product? 2. What entirely NEW product /antivirus /market will we be announcing/starting next? 3. STAR? 3a.STAR? 3b.STAR? 4. Is Sanofi-Aventis trying for an accelerated approval procedure for the flu vaccine because of the possibility of pandemic flu? 

A: 1. We are working to relocate our various production activities in the Netherlands into one new facility. We expect to make considerable efficiency gains from such a move.

2. It is Crucell’s policy to announce new information through press releases. This is an area that is very strictly regulated. 

3. We are clearly very positive about the possibilities of our STAR™ technology. At the same time, people should realize that this is a new technology, which needs more time to be evaluated before it can find its proper application. 

4. The clinical trials are the responsibility of Sanofi, and the approval procedure that of the relevant authorities.

Looking at your site, I see there are a lot of positions open at Crucell. Does that mean you are taking on extra people, or are you just replacing personnel?

A: Over the past few months, we have indeed seen our number of personnel increase. The reason is that our development programs are now going into clinical trials. Most new personnel are therefore in the areas of production technology and product development. Since the end of 2004, our number of employees has increased by about 80, to a current 280.
According to your own information, the Phase 1 clinical trials for influenza are supposed to start in Q3 2005 and for WNV and Ebola in Q4 2005. Are you going to meet these targets?

A: We expect to gain approval for the development of our West Nile vaccine. We have announced we have similar expectations for our Ebola vaccine, but there we depend upon our partner the NIH, who carry out the actual studies. Clinical studies for sanofi pasteur’s PER.C6® based pandemic flu vaccine will start in Norway in spring of 2006. These studies are carried out by FLUPAN, a joint research project financed by the European Union. Sanofi pasteur expects to be able to start clinical studies for a PER.C6® based epidemic (annually recurring) flu vaccine in the US in September 2006. 
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