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TRANSCRIPT
5800 Teleconference: Q&A
FOLLOWING PREPARED REMARKS
Renaldo Juanso:
We’ll now open the lines for the Q&A session with Dave Hicks joining Laura and Andy to take your questions.  Operator, will you please describe the process for asking questions.  

Operator:
At this time, I would like to remind everyone, if you would like to ask a question, please press star then the number one on your telephone keypad.  We’ll pause for just a moment to compile the Q&A roster.  Your first question comes from David Sparkman with Journal of the Americas.  

(David Sparkman):
Hello.  This is David Sparkman with the Journal of the American Society for Mass Spectrometry.  This sounds like a very interesting product.  Now, from all I’ve seen so far this is a tandem mass spectrometer is that correct?

Laura Lauman:
So, Dave, do you want to describe a little bit more about the system?

David Hicks:
Sure, Laura.  Good morning, Dave.  Yes, this is tandem mass spec.  This is TOF/TOF technology (David) based on technology that we introduced a number of years ago with the first MALDI TOF/TOF.  This comes on the heals of that.  And this is the latest development in that family.  So this gives you the ability to do both MS and MS/MS of peptides, proteins and other macromolecules.  

(David Sparkman):
How does the resolving power of this instrument compare with that of the 4800?

David Hicks:
It’s improved, David.  We really set out to design a system that took already what was considered to be pretty high resolving power, pretty powerful accurate mass capability in the 4800 and to make it faster.  But in designing and improving the system, we not only sped up the system, but we did improvements in the ion-optics path and that gave us an uptick in resolution.  I think it’s about a 20 percent improvement in resolution.  We’re looking at something like 28,000 resolution for some average samples.  

(David Sparkman):
And at what sort of spectral acquisition rate?

David Hicks:
Well, it depends on how we’re programming the laser, but we’ve been able to get spectra acquired in under a second here with up to 1,000 hertz laser which is the fastest in the industry.  And so we’re able to, depending upon the abundance of the protein there or the peptide, we’re able to get extremely fast spectral acquisition.  And what you’ll see in some of the application notes where we benchmarked this against our own 4800 platform which is again, one of the best selling TOF/TOFs in the industry, you’ll see some major pick ups that we’re looking at there.  And in practical terms with real biological samples, we’re looking at a pick up of something like 10-fold increase in speed or a 10-fold decrease in the time to get biologically relevant spectra on samples.  

(David Sparkman):
Now, Laura mentioned the LC-MALDI workflow.  Could you describe that a little more as to the process?  Is this an LC that is spotting plates and then you add the matrix and run the samples?  Or is this a continuous process?  Or exactly how does that workflow go?

David Hicks:  (Dave), I’d be delighted to give you color on that.  And yes, you’re right pretty much in the first description.  What we’re doing is we’re running high resolution, nano-flow chromatography through high performance LC systems specifically those by (Exigent) and others.  But rather than injecting directly into the mass spectrometer we are mixing that after the separation occurs with a (tee-in) for the MALDI matrix to be mixed with the sample.  This allows us to then spot the sample on to a MALDI plate.  In this case, these are large format, microtiter sized steel plates.  And we now, without disturbing the resolution and the separation of these biological molecules including very complex samples, we’re now freezing in time that separation on to a MALDI plate in a series of spots.  


This lets us the put the plate in the MS at our convenience and disconnect the separation from the MS analysis.  We can then put that plate into the system at any time after that separation has been run.  And do a detailed MS and MSMS of that sample to get what we call very high depth of coverage of that separation for protein IDs.  And if we’ve labeled that sample with something like iTRAQ we’re actually doing multiple samples simultaneously and we’re doing a combination of ID and quantitation.  


And if after we’ve run that sample through the mass spec, we want to come back and take a look at it a second or a third time, by having these samples on MALDI plates preserved and frozen in time, as I’ve said, we can go back and re-anlayze that sample and dig again into some of the areas that we have some questions on.  So it’s a technique that was pioneered by Barry Carger and folks in our laboratory specifically at the proteome research center a number of years ago.  It’s now become a pretty well adopted technique in biomarker research laboratories.  And one that yields extremely good depth of coverage combining that technique with now very rapid acquisition of samples like we’re doing on the 5800.  It makes real both high depth of coverage and large numbers of samples.  

(David Sparkman):
Now, I don’t want to monopolize the conference here.  So I have other questions, but if you want to cut me off for other people that have questions please do so.  

David Hicks:
Why don’t we have you get back in the queue and then we can see if anybody else has a question and then you can join us again.  

(David Sparkman):
OK.  

Operator:
Your next question comes from Tony Fong with ProteoMonitor.  

(Tony Fong):
Hi.  Can someone address specifically the MALDI market, what are you seeing there?  What sort of specific needs you’re seeing in this market?  And how this instrument addresses those needs.  

Laura Lauman:
Dave, I’ll let you take that one too.  

David Hicks:
OK.  Hi, Tony, good morning.  

(Tony Fong):
Hi.  

David Hicks:
Tony, what we’re seeing in the MALDI market is actually kind of three main areas of growth and of thrust and of attention where customers have continually been working with us on things like the 4800.  The one that we’ve highlighted here predominantly is the area that a lot of eyes are and that’s the biomarker discovery space.  This is complementing the capability now that we’ve offered with the 5500 to do biomarker verification and validation, there’s still an important need for global discovery where people can run complex samples normal versus disease normal versus treatment.  Run a reasonable number of those samples and look to as great extent as possible to as many of the components of that sample and start to uncover what we call candidate or putative biomarkers.  That’s still an area of growth.  And there’s an interesting in continuing to do that, especially now that these verification and validation techniques are available to look at larger numbers of samples after those candidate markers have been uncovered.  

(Tony Fong):
So is this more suited for shot gun proteomics then?

David Hicks:
This would be for global work, exactly.  This would be for non hypothesis driven or global discovery where we want to look as many things as possible.  Here we’re usually using that LC-MALDI workflow two-dimensional chromatography and still very often taking advantage of labeling techniques like iTRAQ where we can look at eight samples simultaneously.  


The other area that we see in MALDI, though, Tony, is the core labs continue to use this as a workhorse in their laboratories especially for walk up accessibility for researchers that want to do a variety of things, predominantly protein ID.


And then the third area which I’m sure and I think you’ve covered this is this growing area of interest in MALDI tissue imaging, an area pioneered by Dr. Caprioli and now pursued in a number of laboratories where especially with TOF/TOF technology researchers would like to look at proteins and peptides expressed in different regions of a tissue in somewhat of a biomarker discovery mode as well.  

(Tony Fong):
OK.  Some quick questions.  Is this a replacement for the 4800?

David Hicks:
It’s not.  The 4800 remains what we believe to be the best selling MALDI TOF/TOF system on the market and it’s still continuing to sell at a healthy clip.  This complements the 4800 in the portfolio now and offers researchers a choice, the 4800, the workhorse platform the system that’s the best selling.  Or take advantage of some of the new attributes in the 5800.  So researchers will now have a choice in that area.  

(Tony Fong):
OK.  What’s the price point for this?

David Hicks:
It will be coming in at a list price in the United States at 485,000 which is comparable to other system.  And therefore, it will be priced a little bit north of our 4800 system in the marketplace.  

(Tony Fong):
OK.  And just a second ago you said that this offers greater coverage and also greater speed, but this platform compete with any other instrument out there?

David Hicks:
Well, in some ways from a budget standpoint, of course, they’re all competing with each other.  But what we see is that certainly in the MALDI TOF/TOF area we believe at this point it has no competition.  It really sets a new standard for performance and the innovations that have been incorporated in the box are pretty measurable.  And you’ll see that on your Web site, on our tech nodes, and certainly how we’ve benchmarked it against our own 4800.  

(Tony Fong):
OK.  

David Hicks:
It also complements, though, Tony, electrospray-based approached in the same area.  And what you’ll also see available on the Web site and in some of the technical information is direct comparisons that we’ve done with both our own and competitive electrospray-based systems, high resolution, high mass accuracy systems, where we get a very nice complement of data.  We’re seeing many of the same proteins that the electrospray systems are seeing.  But we’re also seeing, and this has been pretty well recorded, a number of proteins and peptides that are not routinely seen by electrospray-based systems that are ionized by the MALDI technique, that are fractionated in the TOF/TOF format and that we can see.  And in some experiments, we’re showing up to 30 percent additional coverage of a proteome or a complex sample by adding this MALDI technique to well established electrospray approaches.  


So what we believe and what we are actually talking to a number of customers about is the complementarity of this technology to labs.  And there’s a quote, actually, on our Web site from a couple of researchers that are looking at this that are both experts in electrospray and have seen the advantage of MALDI ionization.  

(Tony Fong):
OK.  Last question and I’ll get back in line.  The timing of this launch is less than two months away and Pittcon is less than a month ago.  Is there any significance that you decided to launch this between these two conferences?

Laura Lauman:
I would say no to that.  Certainly, what we do when we’re thinking about timing of launch is really ensuring that our products are ready.  That the products have been well tested.  That the products are in our demo labs and all of our demo chemists have been trained globally, our sales organization have been trained.  And that we have products available and manufacturing to ship.  So timing of introduction of any product is really less about conferences and more about knowing this product really ready for our customer base.

(Tony Fong):
OK.  Thank you.  

Operator:
Your next question comes from Robert Stevenson with ISC.  

(Robert Stevenson):  Yes, I’m interested in your one kilohertz laser.  Can you really irradiate the spot 1,000 times a second and still have some reproducibility or signal left?  I’m not sure I understand about the speed of the laser, and then the viability of the target, afterwards for the repeated shot.  

Laura Lauman:
Dave, would you like to take that one?

David Hicks:
Sure.  Good morning, Robert.  Yes, absolutely we can.  But you have covered an important area of MALDI mass spectrometry which is you know if you sit on one particular area with that laser ultimately you will consume or burn out that particular spot there.  But these are biologically relevant spot sizes.  This is the kind of material we’re seeing on LC-MALDI.  One of the things we do and did incorporate into the system is use a continuous motion stage for the sample which is continuously moving that sample underneath the MALDI spot.  


It also comes down to the laser energy, of course, that we’re incorporating here.  So it’s not just frequency but it’s the laser energy.  And the team has optimized those along with the continuous motion laser stage to make sure that we can dig deep into these samples, not just for the high abundance proteins but also for the lower abundant proteins that are on that same spot.  


And one of the ways we do that and it’s important that this is not just seen as an increase in laser speed, although that’s important, but it’s also the fact that we’ve incorporated a dynamic exit algorithm in the software where the system is looking at the spectra as they’re acquired in sub second timeframes.  And as soon as we get what is considered to be very good signal to noise of that sample we actually change the precursor that we’re looking at, continue to irradiate that spot and look at the next pre cursor in MS/MS mode to now start to do identification of other components in the system.  


So we’re actually looking at you’ll see depth of coverage that’s really quite remarkable on a single spot of up to 160 or more pre cursors in MS/MS mode.  So that data is available in an application note on the Web site.  And you’ll see not only can we do it, but we’re doing it quite routinely.  

(Robert Stevenson):
I see.  OK.  What kind of spatial resolution can you get on your tissue imaging?  

David Hicks:
Well, the spot size is about 100 microns.  But the laser – but the stage that the sample is sitting on has a low micron movement capability, reproducible movement capability.  So in that sense, and it does take a number of steps to do this, you can raster across a sample at low micron distances and get very high resolution of a particular sample.  And I think (Jonathon Sweedler) has done this kind of work before and demonstrated it’s functionality.  


So we’re using a similar and somewhat optimized laser spot size.  But by having very precise control of the sample stage, we’re able to get very high resolution of that sample if the customer would like to do that.  

(Robert Stevenson):
So you can get sub cellular resolution?

David Hicks:
Well, that’s – it’s theoretically doable and it, of course, depends on the cell size, et cetera.  I think that’s still an area that some of the innovators and adopters are doing and testing and pushing.  I would say most routinely, we’re looking at resolution across a tissue level.  So tumor, tumor border, normal tissue kind of resolution.  But theoretically yes, it is possible and especially depending on the cell size to get that.  But that’s a bit of a holy grail still as a routine practice.  

(Robert Stevenson):
OK.  Thanks.  

Operator:
Your next question comes from David Sparkman with Journal of the American Society for Mass Spectrometry.  

(David Sparkman):
Hi.  One of the things I was curious about is are you taking a look at the SELDI technology for use with your instrumentation?

Laura Lauman:
Dave, you want to address that at all?

(David Sparkman):
Sure.  Some of our customers do look at SELDI on this.  We, ourselves, are not practitioners of the SELDI application.  For the most part you know we found that the more standard approaches now that we’ve incorporated things like iTRAQ and, of course, now the very high capability for speed here is that the advantages of doing not only quantitation but very precise identification which is not a strength of the SELDI technology is something that most of our customers and most of our scientists see as a more practical advantage.  And, of course, now that we have systems that can do identification and quantitation simultaneously can look at very large numbers of samples across a very wide range of molecular weight sizes and can do that across large numbers of samples, it seems that it really kind of puts the SELDI technology a little bit you know back in history.  

(David Sparkman):
OK.  Now, I was very impressed with this concept that you introduced with the 5800 – I’m sorry with the 5500 – I get these number mixed up – at Pittcon which is the iMethods.  And I’m wondering if you’re going to have something like iMethods for protein identification because many of the people needing protein identification aren’t mass spectrometrists and need something like that.  

Laura Lauman:  (Dave), I think what we’re talking about here was the iMethods and kind of downloading them from the Web.  Maybe if you can just explain the thinking of your group on that – in that area.  

David Hicks:
Right.  Yes, the iMethods which currently are really directed at very specific component analysis in very dedicated markets like food, environmental, et cetera, are really powerful complements to our technology in the sense that they pre-define methods.  So customers can walk up, run a method that’s been validated, well defined, et cetera and run that without a lot of training in mass spectrometry if that’s what they’d like to do in that lab.  


And actually we have taken a page from that book for the 5800 introduction, David.  Most protein chemists are not comfortable, most biologists are not comfortable with one single protein, one single analysis, one single sample, yet.  There’s still a lot of exploration going on.  But the need to have a simpler user interface that customers can walk up to even if they haven’t been experts in MALDI TOF/TOF technology for a number of years, and pick a method, pick a specific sample set they’d like to run that method on and hit the button and go is an important attribute.  And we absolutely feel and felt that this was a missing link to some of the prior generation proteomic systems that were very powerful but sometimes not as easy to use.  


We’ve incorporated in the 5800 a similar user interface to what you see with our iMethods product.  It was described by Andy as our Easy Access wizard.  And the concept is easy access for researchers, biologists, et cetera that want to walk up and start to acquire high resolution, high performance data, but not have to go through a lot of screens to set that up.  And we’re delighted to be able to introduce that with this launch.  

(David Sparkman):
 Now, from your press release, it looks like you’re shipping this instrument.  So if I send you half-a-million dollars in a wire transfer today you’ll ship me an instrument, is that correct?

David Hicks:
I can take that Laura.  And yes, absolutely David.  We have shipped worldwide now.  We have shipped to customers some of the early access customers.  And manufacturing is up and running.  So as Laura pointed out when we announce a product we’re ready to demo, we’re ready to ship, we’re ready to install with field service worldwide.  And we’re ready to support by telephone, by field application specialist, by service specialist.  So yes, we’re ready to run and we are in the process of doing that.  

(David Sparkman):
And you have one of these in the Foster City applications?

David Hicks:
We don’t have one in Foster City right now.  We have our North American instruments are concentrated in Framingham and in Toronto.  But we’ve also started to distribute these and they’re now available in Japan, in Germany and our other demo labs worldwide.  

(David Sparkman):
You’re like your competitor, treating us out here on the west coast like red-headed stepchildren.  

David Hicks:
I’m having a little trouble hearing you, (David).  

(David Sparkman):
I’m just saying that you’re like you’re competitor.  Treating us out here on the west coast like red-headed stepchildren.  

David Hicks:
No.  Actually our Foster City demo lab is pretty well equipped and is running a large number of demos across various applications right now.  So sooner or later there will be one in Foster City I’m sure.  But right now it’s making sure our worldwide laboratories are fully equipped and running.  

Renaldo Juanso:
In the interest of other folks still in queue, I think we need to reopen the lines for other questions.  

(David Sparkman):
Thank you.  

Operator:
Your next question is a follow up question from Tony Fong with ProteoMonitor.  

(Tony Fong):
Hi.  With this launch and also the 5500 in the fall, can you talk a little bit about where these launches place you back in the mass spec world because there were some questions because of the delay in launches where ABI was and what it was intending to do in this market.  Do you think these launches both today and the ones in the fall, does this restore your place in this particular field?

Laura Lauman:
Dave, let me answer that.  You know (Tony), we’ve been a leader in this market for many years.  We continue to be the leader in the industry.  And I think the 5500 as you pointed was a very successful launch for us both on the QTRAP as well as the TripleQuad side.  And now with the introduction of the 5800 I think we continue to build out that portfolio and develop it across a wide range of applications and prices points in the industry.  But our portfolio is very strong and continues to get enhanced across the line.  So I think that best answers it for you.  

(Tony Fong):
OK.  And also on the 5500 specifically what has been the up tick from the proteomics research market?

Laura Lauman:
Hello, Dave, do you want to touch that one?

David Hicks:
Sure.  Laura, the 5500 QTRAP (Tony) has been very adopted by the proteomics marketplace specifically for this protein quant / peptide quant application that’s done you know now in a growing number of laboratories for biomarker verification and validation but also just for routine protein quant and protein analysis where quantitation across larger numbers of samples is important for pathway analysis, pathway elucidation and other biological studies.  


So we have sold a number of these across a number of different laboratories worldwide now.  And this seems to be one of the fastest growing areas of proteomics today and the 5500 QTRAP is, of course, a great platform for this particular application.  

(Tony Fong):
OK.  Thank you.  

Operator:
Again, if you would like to ask a question, please press star then the number one on your telephone keypad.  At this time, there are no further questions.  

Renaldo Juanso:
Thank you, Operator.  That’s going to conclude today’s news conference introducing the new AB SCIEX 5800 system.  Thank you for joining us and please feel free to contact any of the persons listed in our press release if you have additional information.  Thank you again, for joining us and have a good day.  

Operator:
This concludes today’s conference you may now disconnect.  

END

