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(Court resumed at 1:36) 1 

2 THE COURT: Stand and raise your right hand, 

3 please. 

4 PLAINTIFF'S WITNESS, WILLIAM J. RUTTER, SWORN 

5 DIRECT EXAMINATION 

6 BY MR. NEUSTADT: 

7 Q. Could you state your name for the record, please. 

8 A. William J. Rutter. 

9 Q. What is your address? 

10 A. 111 Telegraph Hill Boulevard, San Francisco. 

11 Q. What is your current position? 

12 

13 

A. I'm chairman of Chiron Corporation, a biotechnology 

company. 

14 Q. Where is that company located? 

15 A. Just outside of San Francisco in Emeryville, 

16 California, the main offices, but we have plants and 

17 offices in 20 countries. 

18 Q. How many employees does that company have? 

19 A. Over 6,700. 

20 Q. Were you involved in the founding of that company? 

21 A. I was the founder, yes. 

22 Q. Can you just give me a description of the basic work 

23 done by that company? What areas is it involved in? 

24 A. Well, of course, the company is based on biotechnology 

25 itself and use of DNA processes to produce proteins. We 
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1 have businesses in four different areas: Vaccines, we have 

2 a broad line of new vaccines based on DNA technology; 

3 diagnostics, that's primarily infectious disease 

4 diagnostics; we have a vision business; and we also have a 

5 therapeutic business. I think we're best known for our 

6 work in infectious diseases, particularly the discovery of 

7 an unknown virus Hepatitis c, and the development of 

8 procedures for purifying the blood supply that protects 

9 patients from transfusions that would be contaminated with 

10 Hepatitis c. 

11 We also have recently developed products which are used 

12 

13 

in the treatment of multiple sclerosis, and a new one just 

favorably receiving trial information is a product for the 

14 treatment of ALS, better known as Lou Gherig's disease. So 

15 it's quite a broadly based company. 

16 Q. Do you currently hold any position at the University of 

17 California at San Francisco? 

18 A. Yes, I am still a professor emeritus and have a small 

19 laboratory. I still have two grants. And I work primarily 

20 through colleagues, long term colleagues there. 

21 Q. Do you still have graduate students? 

22 A. No, I don't. 

23 Q. When did you first start your association with 

24 U.C.S.F.? 

25 A. In 1969 when I came to U.C.S.F. as chairman of 
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1 biochemical and biophysics department. 

2 Q. And what was the condition of that department when you 

3 came to it in 1969? 

4 A. I think it was generally recognized to be a mediocre 

5 department with some quite good people in it, but a 

6 department that needed growth and development. 

7 Q. What was your focus when you decided to join U.C.S.F. 

8 in 1969? 

9 A. The main reason for coming to U.C.S.F. was to focus on, 

10 I think, problems of human health and medicine. Prior to 

11 that time most departments in biochemistry in medical 

12 

13 

schools were focusing on model systems and bacteria 

microorganisms and on chemical issues. We wanted to set up 

14 a department that would focus on the clinical issues that 

15 could be addressed by modern science. 

16 Q. Did you subsequently obtain a reputation in molecular 

17 biology? 

18 A. Yes, I think that it established itself as one of the 

19 premier departments. We recruited a number of very good 

20 people. Herbert Boyer, who you have mentioned this 

21 morning, was already at U.C. when I came there. But we 

22 recruited I think a set of outstanding people to transform 

23 

24 

that institution. 

And among them is Howard Goodman, the person I was very 

25 proud to recruit. Howard was an individual with broad 
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1 talents, a very sophisticated understanding of nucleic acid 

2 chemistry, and also the microbial systems which would allow 

3 the chemistry to be practiced in higher organisms. 

4 And he came as an individual who focused on the details 

5 of science, was a great collaborator. I think he 

6 collaborated with four or five of the major groups and 

7 established himself as one of the main contributors to the 

8 whole department and science at that time. 

9 Q. Do you hold a position on the member of any boards of 

10 directors? 

11 A. Well, aside from the Chairman of Chiron board, I'm on 

12 

13 

Ciba-Geigy's Board of Directors, and I am also on the board 

of the Carnegie Laboratories. 

14 Q. Can you just give us some of the major honors that you 

15 have received during your career? 

16 A. Well, a number of them are listed in my CV, but I think 

17 I probably should mention that I'm elected to the National 

18 Academy of Sciences/ U.S. American Academy of Arts and 

19 Sciences/ two of the significant academies that one is 

20 elected to by one's peers. 

21 Q. Did your election to 

22 

23 

24 

MR. LIPSEY: Excuse me, Your Honor. Could we have 

an adjustment in the microphone? We're having a little 

trouble hearing the doctor. And if it's possible to fix it 

25 with a technical adjustment/ we would much appreciate it. 
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1 THE COURT: Okay. 

2 THE WITNESS: I could kneel on my knees, 

3 Mr. Lipsey. 

4 MR. LIPSEY: I wouldn't want that. 

5 Your Honor, we have another one of these portable 

6 microphones, if you think that would help. I don't know. 

7 THE COURT: Well, let's see how this works. 

8 Q. Did your election to the National Academy of Sciences 

9 have anything to do with your insulin work? 

10 A. No, it did not. 

Q. What work did that pertain to? 11 

12 

13 

A. To the I worked on the enzymes together with my 

colleagues that were involved in the expression of DNA, 

14 that is the making of messenger DNA. 

15 Q. Where did you receive your undergraduate education? 

16 A. Harvard. 

17 Q. About what year was that? 

18 A. 1949. 

19 Q. And did you then receive a master's in science? 

20 A. Yes, from University of Utah. 

21 Q. And do you have a Ph.D.? 

22 A. Yes, I do, from the University of Illinois. 

23 Q. About what year did you receive that? 

24 A. 1952. 

25 Q. What did you do after you received your Ph.D. from the 
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University of Illinois? 1 

2 A. I went to the University of Wisconsin, and then to 

3 Sweden and the Nobel Institute on two post-doctoral stints. 

4 Q. Were you involved in doing research after you got your 

5 Ph.D.? 

6 A. Continuously until this time. 

7 Q. Have you published any papers? 

8 A. Yes, of course. 

9 Q. About how many scientific papers have you published? 

10 A. More than 350. I don't know the absolute count. 

11 Q. Are a majority of them directed to insulin? 

12 

13 

A. No, they're not. 

Q. What are they primarily directed to? 

14 A. Well, first of all, on chemistry and structure; second, 

15 to gene expression and development; and third, to the 

16 mechanisms by which hormonal signals, for example, in this 

17 case insulin or other hormones, are transmitted into 

18 cellular activity. 

19 Q. When did you first start your work on pancreas or 

20 pancreatic proteins? 

21 A. In the early 1960s I decided that enzyme chemistry was 

22 not going to be my major contribution, and I elected to 

23 look at developmental biology and gene expression. And I 

24 went to Stanford for a year, on a year's leave, and at that 

25 time began studying the development of the pancreas in a 
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1 laboratory at Stanford. 

2 Q. Could you generally describe the relationship between 

3 pancreas, the pancreas and insulin? 

4 A. In most species, certainly animals, the islets of 

5 Langerhans which produce insulin and other hormones, 

6 glucagon for one of them, are located within the pancreas 

7 whose function it is to obviously digest food. So the 

8 pancreas makes lots of digestive enzymes, whereas the islet 

9 of Langerhans make hormones that are used to control 

10 metabolism in the rest of the body. 

11 Q. How long have you been doing pancreatic research? 

12 

13 

A. Well, in a sense, since that time. Certainly in my own 

laboratory, since the middle 1960s. 

14 Q. I'd like you to briefly look at Plaintiff's Exhibit 

15 540, which is in front of you. We can also bring it up on 

16 the screen. I'd just like to ask you if you can identify 

17 that as your CV? 

18 A. It is. 

19 Q. Do you recall this morning, we were referring to a 16th 

20 Lilly Insulin Symposium. Were you invited to that 

21 symposium? 

22 A. Yes, I was. 

23 Q. Do you know why you were invited to the symposium? 

24 A. I think it was because of my work with the pancreas and 

25 the study of the development of pancreatic gene expression 
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1 during the course of development. 

2 Q. Did you speak at the symposium? 

3 A. Yes, I did. 

4 Q. Let me now direct your attention to Defendant's Exhibit 

5 2013, which is the next one in the book that's been placed 

6 before you. And can you identify this as the description 

7 of the symposium that you attended? 

8 A. Yes, it is. 

9 Q. If you would, I'd like you to turn to the fifth page, 

10 and I'll bring this up on the screen also. This, I 

11 believe, lists the talk that you gave. 

12 

13 

A. Yes. Here we are . 

Q. Yes. You see that? Can you briefly explain in lay 

14 terms, if possible, the subject of your talk at this 

15 symposium? 

16 A. Well, it described the change in concentration of 

17 species for various messenger RNAs for proteins of the 

18 pancreas, both the secretory proteins that are secreted, 

19 digested proteins, and also for insulin during the course 

20 of development of the pancreas. 

21 Q. Was anyone else from your group at U.C.S.F. or from an 

22 adjoining group at U.C.S.F. invited to this symposium? 

23 

24 

25 

A. Yes, indeed. Raymond Pictet was there from my group 

and he spoke. And of course, I was at the time delighted 

to see that Howard Goodman had been invited. And Howard 
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1 spoke, of course, on cloning genes and E. coli. 

2 Q. What was the problem presented to those attending at 

3 the symposium? 

4 A. The major focus was to discuss what was known about the 

5 synthesis of insulin and its secretion in one hand, and its 

6 circumstance in the islets, but also focus on the 

7 opportunity to - produce the opportunity and perhaps the 

8 necessity to produce insulin for use by diabetics. 

9 Q. Let me direct your attention to the next exhibit. This 

10 is Defendant's Exhibit 2016. And we'll also try to bring 

11 this up on the screen. 

12 

13 

I'd like to direct your attention to the third page of 

Defendant's Exhibit 2016, and to the first sentence 

14 concerning the subject matter of the symposium. Can you 

15 just explain the terms as you see here, insulin 

16 biosynthesis? 

17 A. Yes. Obviously the term refers for the -- refers to 

18 the ability to synthesize in biological systems insulin. 

19 Q. And just briefly explain in lay terms, if you will, the 

20 other term appearing in that sentence, Utilizing 

21 recombinant DNA technology to synthesize insulin. 

22 A. Yes. This is the process by which one could make a 

23 system comprised of parts of DNA from a bacterium or other 

24 

25 

system, together with another part of the DNA, comprising a 

mechanism to synthesize insulin in order to produce insulin 
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1 in a heterologous host. 

2 Q. Now I'd like you to direct you to the next page in that 

3 exhibit, and I'll bring that up on the screen, too. And it 

4 has a description of your talk at the symposium. And are 

5 you following along with me in the paragraph beginning W.J. 

6 Rutter, San Francisco, described his recent work? 

7 A. Yes. 

8 Q. Now, was this work that you were doing prior to the 

9 symposium? 

10 A. Of course. 

11 Q. And can you briefly just explain in lay terms the work 

12 

13 

that you were doing prior to the symposium? 

A. Well, as I mentioned before, we were developing methods 

14 for isolation and measurement of the specific messenger 

15 RNase of genes that produce proteins in the pancreas to try 

16 to find out, in fact, how those genes were controlled. It 

17 seemed like they weren't controlled en mass, but were 

18 controlled individually; and incidentally then to find out 

19 what happened during the course of development, and in the 

20 situation after birth during the adult life, how they were 

21 regulated. 

22 Q. We've spoken frequently of the term "insulin," but can 

23 you just give a definition in lay terms of what insulin is 

24 and what it does? 

25 A. Well, as you mentioned this morning, insulin is a 
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protein hormone that controls the level of glucose or sugar 

in the body. In its absence, patients are described as 

3 diabetic. They excrete - they have high, typically high 

4 blood glucose levels, excrete glucose. And in the extreme 

5 cases without insulin, they die. In other instances they 

6 are severely compromised. This is one of the major medical 

7 problems which faces mankind. 

8 Q. What do you mean by the term "protein"? What would be 

9 its definition in lay terms? 

10 A. As we mentioned this morning, a protein is a polymer 

11 compromised of amino acids in different sequences. There 

12 

13 

are 20 different amino acids, and these can be arranged in 

different sequences in different proteins. That results in 

14 separate folding mechanisms and the characteristic singular 

15 properties associated with the protein. 

16 So that insulin is a particular set of sequences 

17 compromised of two chains, as was described this morning, 

18 arranged in a three-dimensional configuration; such that it 

19 can then interact with the receptor on a cell surface and 

20 control the activities of that cell. 

21 Q. Were there any advantages to using recombinant DNA to 

22 make insulin? 

23 

24 

A. Well, there were several advantages for sure. First of 

all, the replacement therapy strategy which was developed 

25 since the early discoveries of insulin by Banting and Best 
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depended upon the use of animal insulin, usually bovine 

2 insulin or pig insulin as the case might be. 

3 For homologous replacement, to use the human gene, 

4 there was a big incentive to use the natural hormone. Not 

5 just for marketing reasons, but because some of the side 

6 effects of using animal insulins could be eliminated. 

7 Furthermore, the preparations of insulin from a natural 

8 source always leads to contamination with other possible 

9 hormones. I mentioned that glucagon, another protein 

10 called amalyn, somatostatin is also found in the islets, et 

11 cetera. 

12 

13 

So these other hormones, although present in small 

quantities, can have effects on the human being. And so 

14 for the preparation of pure insulin, the use of replacement 

15 therapy for the recombinant strategy provided in a 

16 mechanism to do that with exquisite purity and to eliminate 

17 any other kind of significant biological impurity which can 

18 change the response to the hormone preparation. 

19 Finally, of course, a process like that is fully 

20 scalable to any dimension, so that there should be no 

21 issues of lack of supply. 

22 Q. After you attended this symposium, did you make any 

23 efforts in your group to develop insulin through 

24 

25 

recombinant DNA techniques? 

A. Yes, of course. We had planned to clone the insulin 
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1 gene for scientific purposes for sure. We continued that 

2 project but intensified it because it was apparent that 

3 there were others who were trying to do the same thing. 

4 Q. Did you collaborate with anyone at U.C.S.F. in your 

5 efforts? 

6 A. Yes. We decided to collaborate with Howard Goodman and 

7 his group. 

8 Q. How did the Howard Goodman group differ from your group 

9 at U.C.S.F.? 

10 A. Well, we were in separated groupsi and Howard's group 

11 was focused on a different kind of technology and different 

12 

13 

sets of problems than our own. We decided to combine 

forces for two reasons: First, we didn't want to have 

14 competition in the department because the department was 

15 being built on complementariness and cooperation between 

16 research groups in order to enable the whole enterprise to 

17 be more effective. That was sort of a group effort that 

18 was not practiced everywhere. 

19 And clearly in the case of Howard, we wouldn't have 

20 liked to have the competition. But in addition to that, 

21 the two groups were extremely complementary from the 

22 standpoint of talents that they brought to this problem. 

23 Q. Who was involved at U.C.S.F.? Who were the members of 

24 

25 

the team that was working on trying to clone proinsulin? 

A. Besides Howard and myself, we essentially 
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differentiated our teams. The first person from my group 

2 was Raymond Pictet, who was a Swiss medical doctor, trained 

3 as an electron microscopist, and also one of the more 

4 famous diabetologists, Alberto Renold. So he knew the 

5 pancreatic system well and diabetes well, and was amazingly 

6 good at dealing with the cells and cell systems in general. 

7 The second person from our side was John Chirgwin, a 

8 person who had an undergraduate from Harvard, a Ph.D. from 

9 the University of California, an enzyme chemist who knew a 

10 great deal about the intricacies of proteins and certainly 

11 the more able person to tackle the RNase problem. 

12 

13 

Q. Can you briefly describe for me the background of 

Howard Goodman that you were aware of when he was doing 

14 work with you on this project? 

15 A. Yes, of course. Well, I mentioned before that we had 

16 been pleased to recruit him. He had been trained as a 

17 physicist and a molecular biologist, and had previously 

18 been for some years in the famous laboratories in Geneva, 

19 Switzerland. So he had a very broad background, and was 

20 fully competent in genetic technology in general and all 

21 the systems associated with it. 

22 Q. Can you identify the other members of your group? 

23 A. Yes. Axle Ullrich came from Germany, was one of the, 

24 I'd say, wunderkindt from Germany, a marvelously trained 

25 individual, a great experimentalist who was, I think, a 
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remarkably talented individual, as a cloner and developing 

2 strategies for expression, a truly remarkable man. 

3 Q. Can you just give me a description of John Shime? 

4 A. John Shine was an Australian who had already as a 

5 doctoral student become famous for determining the sequence 

6 for beginning the expression in bacteria, the famous 

7 Shine-Dalgarno sequence. John was another person who had 

8 marvelous facility and inventiveness for dealing with 

9 recombinant technologies in general. And he was a wizard 

10 at sequencing. 

11 Q. Were these the only people in your research groups at 

this time? 12 

13 A. No, not at all. Both Howard and I had large groups, 

14 and we had to select from them for the members of this 

15 team. 

16 Q. What was the first step in cloning the insulin gene or 

17 the proinsulin gene? 

18 A. Well, of course, we weren't the first ones to invent 

19 cloning by any means, but the problem in the case of 

20 insulin was a device, a system, for getting the proinsulin 

21 messenger RNA which was the working copy of the DNA so that 

22 it could be used for expression. 

23 Q. And why were you pursuing proinsulin rather than 

24 insulin? 

25 A. Because that was the natural precursor of insulin and 
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we believed the best way to serve as a driving process for 

the synthesis. 

Q. Let me have you look at Defendant's Exhibit 4010, which 

4 is the next exhibit in your book before you. Can you 

5 explain with reference to that exhibit what you were doing? 

6 A. Yes, of course. Well, here in the case of this cartoon 

7 essentially, the DNA represents the gene of insulin. In 

8 each cell there are two copies of the DNA of insulin. 

9 Since every other gene has a copy, we looked at the 

10 percentage of the total or the fraction of the total DNA 

11 

12 

13 

which is represented by the insulin gene is about one in a 

million, something like that. 

On the other hand, after that is transcribed in the 

14 cell that makes it, the messenger RNA exists in very high 

15 numbers. For example, in the beta cell of the islets which 

16 makes insulin, there is probably a million copies of 

17 messenger RNA. 

18 So a major issue for us was to obtain a source which 

19 was sufficiently enriched in the copies of these messages 

20 so that we could clone them and recognize the clones when 

21 we had them. The only way to recognize those clones at 

22 that time was to sequence them. So we had to get this 

23 enriched source. 

24 And furthermore, we wanted the copy to be exactly the 

25 messenger RNA which would make the precursor to insulin 
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which would then form insulin itself. And the best way to 

2 do that would be to have the proinsulin messenger RNA. 

3 Q. I want to ask you the question as to why you went after 

4 the mRNA 1 and if you can/ explain the answer to that 

5 question with respect to Plaintiff's Exhibit 706 1 which is 

6 the next exhibit -- oh 1 can you explain it with respect to 

7 4010? I'm sorry. 

8 A. Well 1 yes. In this case 1 as I see on this general 

9 slide 1 the DNA copy of insulin itself would be transcribed 

10 to the messenger RNA which encodes in codons of three each 

11 of the amino acids in insulin itself. So it was important 

12 

13 

then to have this direct copy that specifically allocated 

the position of the amino acids in insulin/ or in the 

14 precursor of insulin 1 proinsulin. So that the molecule 

15 would fold properly and then we could clip it into the 

16 final insulin molecule comprised of the A and B chains. 

17 Q. Are you familiar with the term RNase/ that's spelled 

18 R-N-a-s e? 

19 A. Yes/ indeed. 

20 Q. Can you briefly explain how that related to your work? 

21 A. Well 1 I mentioned previously that the islets of 

22 Langerhans which include the cells that make insulin are 

23 interspersed within the pancreas which is filled with these 

24 

25 

digestive proteins. The digestive enzymes include the ones 

which destroy nucleic acids. So RNase is an enzyme which 
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destroys RNA, the very molecule which we're trying to 

2 isolate. 

3 So the problem is that we have an enriched source, but 

4 it's imbeded in a milieu which is destructive to that same 

5 source. It's like looking for a needle in a hay stack; in 

6 which case the hay stack is dissolving the needle. 

7 So you have to essentially solve the RNase problem 

8 before you can obtain significant quantities, especially of 

9 full length or long sequences associated that are truly the 

10 messenger RNA of insulin. 

11 Q. What were you going to do with the RNA if you were able 

12 to obtain it? 

13 A. If we could obtain this messenger RNA, then we would 

14 make a reverse copy of it, such that it would be a DNA 

15 copy, and that DNA copy then could be replicated in the 

16 cloning system and could be used as a copy from which then 

17 synthesis could proceed. 

18 Q. What is involved in reverse transcription? And maybe I 

19 can bring up Plaintiff's Exhibit 708, and I think you also 

20 find that in your book, which is the next exhibit. Or you 

21 can just see it right on the screen. 

22 A. We can see it on the screen here. Reverse 

23 

24 

25 

transcription just simply involves an enzyme that exists in 

some viruses which takes RNA and makes a DNA copy. So 

essentially you see the copy of the RNA. That can be used 
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1 for mRNA. That reverse copy cannot functionally be active 

2 in the protein synthesis, but it can be recopied again to 

3 the messenger RNA which can then be used. 

4 Q. Can you give us a description in lay terms as to what 

5 eDNA is? 

6 A. CDNA is actually the copy, the copy - in a copy of the 

7 messenger RNA, formed by this enzyme reverse transcript, 

8 reverse transcriptase. 

9 Q. Now, once you achieve eDNA, what would you be able to 

10 do with it? 

11 

12 

13 

A. With the eDNA we could then insert it into a cloning 

vector which would allow us to replicate that DNA to a 

sufficient quantity so that we could isolate it, determine 

14 its sequence, and eventually use it for expression of the 

15 genes for which it codes. 

16 Q. Now, after you got the eDNA, did you then immediately 

17 proceed with your plan? 

18 A. No, we didn't. I mean, we started this program in 1976 

19 and spent a good deal of time on the isolation procedure 

20 for islets, on perfecting the RNase inhibition chemistry. 

21 We couldn't proceed with the cloning until we could get 

22 approved vectors for cloning. 

23 Q. How could you get approved vectors? 

24 A. As was described earlier this morning, the scientists 

25 had declared a moratorium on cloning by the usual 
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techniques for genes of proteins that could potentially 

2 affect human beings or in general the biosphere. 

3 And during that process, there was set up a committee 

4 to ensure that the cloning that could take place took place 

5 under restricted circumstances, such that the cloning 

6 vector or its DNA could not then be passed into the 

7 environment and potentially harm human beings or animals. 

8 Q. Let me show you Defendant's Exhibit 2863, which is the 

9 next exhibit in your book, and I also have that shown on 

10 the monitor. And perhaps you can identify this as a letter 

11 that you wrote? 

12 

13 

A. Yes. It's a letter I wrote to Howard Goodman in Japan. 

Q. What was Howard Goodman doing in Japan at this time? 

14 A. During this period, Howard was going on a long-planned 

15 sabbatical, first partly in Japan and partly in Washington 

16 State, University of Washington. Here I wrote him in 

17 Japan. 

18 Q. Now, I'd like to direct your attention to the first 

19 sentence in the third paragraph in this letter. And we'll 

20 highlight that on the screen. It's your comment that, I 

21 hear that the approval of an EK2 plasmid is imminent. 

22 What were you referring to there? 

23 A. I am referring to a plasmid which could be used at a 

24 level of containment which would allow cloning to proceed . 

25 At that time, we were expecting, one of the committees, 
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which was evaluating proposed EK2 systems for use by the 

2 scientists. There was such a committee meeting in 

3 December. 

4 Q. This is NIH? 

5 

6 

A. It was a committee adjunct to NIH but under the 

auspices of the NIH. 

7 Q. Let me show you Defendant's Exhibit 2864, which is the 

8 next exhibit in your book. And these are two letters. Can 

9 you just briefly identify these two letters? 

10 A. This is the letter to me from Howard, Howard Goodman, 

11 in Japan about a month later in January 23rd. 

12 

13 

Q. I'd like to direct your attention to the first page and 

the first paragraph. And I'll have that highlighted on the 

14 screen. And I am referring to the statement, Have you 

15 checked whether we are in compliance with NIH biohazard 

16 guidelines, especially which respect to permission for 

17 doing the cloning. Was this part of your activities at 

18 U.C. at this time? 

19 A. Yes, it was. And clearly I had a telephone 

20 conversation with Howard in which I told him that a vector 

21 that we had planned to use, pBR322, had been approved by 

22 the committee and was available for use. Clearly he was 

23 happy about this. And typical of Howard, he was asking me 

24 

25 

whether we complied. He's a very fastidious individual . 

Q. Now, after you got the eDNA by getting it from the 
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islets, what did you then do with it in terms of the 

2 chemical reagent you cloned it in? 

3 A. Well, clearly, the first step was the isolation of a 

4 eDNA or a eDNA preparation enriched in eDNA of insulin, 

5 then one would clone it in a vector. That vector had the 

6 capability of replicating independently an organism like E. 

7 coli. 

8 I think the process here, as described early this 

9 morning, was important since the organisms that are used, 

10 in this case E. coli, can spread from person to person in 

11 general. And that there was a concern, although totally 

12 

13 

hypothetical still a concern, that those organisms might 

themselves somehow express the foreign protein and some way 

14 cause pathology which would rapidly, rapidly then spread to 

15 the population as a whole. 

16 So scientists at that time developed tripled organisms 

17 which by themselves had a very difficult time replicating. 

18 And then they developed a plasmid which in turn would not 

19 be easily transferable to another cell type. So the 

20 mobilization by another E. coli, for example, would be very 

21 difficult. 

22 So the projects in those days was to ensure that the 

23 vectors, the combination of the bacterium and the vectors, 

24 

25 

allowed the replication of the plasmid or the vector, while 

at the same time constraining the cell, the cell route into 
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1 the laboratory, not allowing it to infect or affect other 

2 individuals. So the process then after obtaining the eDNA 

3 was to insert it into one of these vectors. 

4 Q. And why did you clone in pBR322? 

5 A. The process of approval had involved the approval of 

6 vectors which had been described as safe, but all the time 

7 individuals were working on new vectors which were, in 

8 fact, safer and less hassle to use. Herbert Boyer was one 

9 of the people in our department who we mentioned before, 

10 together with Stanley Falko were working on these improved 

11 vectors. 

12 

13 

And two such vectors, pCR and pSC11, were approved in 

December. At that time already these improved vectors were 

14 available, and the individuals who knew their properties 

15 felt they were not only safer but they would be more 

16 effective as cloning agents. Clearly in a situation like 

17 this we wanted to use the vector which was most appropriate 

18 which was pBR322. 

19 Because messenger RNA preparation was scarce, we 

20 delayed utilizing this material until one of the advanced 

21 vectors pMB9, pBR322 had been approved. We learned then by 

22 a telephone call from one of the members of the committee 

23 

24 

25 

evaluating the approval of these vectors that the vectors 

as a group, three of them had been approved. That was the 

word that I got via Axel Ullrich came into my office in the 
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afternoon. We chatted about it and said hurrah, and 

admitted that cloning could proceed. Shortly after that I 

3 was talking to Howard on the phone and this letter is a 

4 result of that conversation. 

5 Q. And did you subsequently learn after cloning that it 

6 was not certified? 

7 A. We did. About a month later in the middle of February 

8 there was a meeting, a scientific meeting, in Utah which 

9 some of the group attended. And Bill Garland, the head of 

10 the office in the NIH, mentioned that this vector -- or he 

11 

12 

13 

was asked directly which vectors were approved, and he did 

not mention pBR322. 

And then someone asked him afterwards when that was 

14 going to be approved, and he mentioned that it was approved 

15 but had not yet been certified by Donald Frederickson, the 

16 then head of NIH. 

17 Q. And what did you do after you received this information 

18 that pBR322 had been approved but not certified? 

19 A. Well, we tried to understand what the situation was, 

20 and we looked at various alternatives. We certainly 

21 understood that the approval was going to be imminent. We 

22 had several choices to make. We decided after considering 

23 all of those choices that we needed to, number one, stop 

24 

25 

the cloning itself; and number two, we would communicate 

with the NIH. I decided specifically that I should call 
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Q. And did you do so? 

A. I did. 

4 Q. And who did you call? 

129 

5 A. I called DeWitt Stetten, Jr. We call -- he's commonly 

6 called Tom Stetten. And I explained to him in more than 

7 one conversation. 

8 First of all, I asked information about the 

9 dissemination of information concerning the regulations, 

10 and told him that there was confusion not only in our 

11 laboratories but in other laboratories about the issue of 

12 

13 

approval and certification per se; what the concept of 

approval was and what certification meant; and what the 

14 regulations were and how these were going to be 

15 transmitted. 

16 Q. Let me have you look at the next exhibit in your book, 

17 which is Defendant's Exhibit 3731, and this is a fairly 

18 thick exhibit. I think it's the NIH file on this. And I 

19 am going to direct your attention first to page 64. And 

20 I'll also try to have it on the screen. And this is also 

21 identified as document 8. 

22 

23 

24 

THE COURT: I get 56 on the screen. 

MR. NEUSTADT: Your Honor, I think I'm referring 

to the Bates number down at the bottom that you can barely 

25 read. 
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1 THE COURT: Okay. 

2 Q. Could you briefly explain this memo and whether it 

3 comports with your conversation with Dr. Stetten? 

4 A. Shall I read the letter? 

5 Q. Let me direct your attention, see if I can shorten it 

6 up, to the portion that's been highlighted on the screen. 

7 "I advised him that he should at once destroy the clones 

8 which had been prepared in noncompliance with the 

9 guidelines. He readily accepted this advice." Keep in 

10 mind this is a memo from Dr. Stetten. Is this what 

11 happened, to the best of your recollection? 

12 

13 

A. Well, I should describe this conversation in somewhat 

greater detail since I think it's relevant here. 

14 Q. Please go ahead. 

15 A. I told him after I had explained to him that there was 

16 confusion on the guidelines about approval and 

17 certification. I mentioned to him in generic terms that, 

18 in fact, we had employed a vector which was approved, and 

19 what we considered to be the best vector at the time, it 

20 was not yet certified. 

21 And I asked him at that time whether he would recommend 

22 that we simply report the incident; what effect this would 

23 have; that I didn't want to make this a formal disclosure . 

He could chose to make it formal or informal. 24 

25 He told me he felt that such a disclosure at this time 
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1 would not be in the benefit of either the NIH or science in 

2 general. He was particularly worried about the political 

3 forces which existed at that time which might have resulted 

4 in a bureaucratic regulation of DNA; when neither we nor 

5 members of the NIH felt that was necessary or in the best 

6 interest of society. And he felt this would be a very big 

7 disaster. 

8 Then we went through all the alternatives. One was to 

9 simply hold the information until approval because approval 

10 was going to be imminent; and second, to move the DNA to 

11 

12 

13 

14 

another clone; and finally, to destroy the clones 

themselves. And he, after having gone through these 

various possibilities, said that he felt that the best 

action was to destroy the clones, and I agreed. I took his 

15 advice. 

16 Q. I take it you were familiar with the U.C. Biosafety 

17 Committee? 

18 A. Of course, I was. 

19 Q. Could you generally just explain what sort of a 

20 committee that is? 

21 A. Well, typically medical schools and other schools have 

22 biosafety committees, but in the sense of recombinant DNA, 

23 the biosafety committee was given the powers from the NIH 

24 and from the Recombinant Advisory Committee to look over 

25 the practices within the institution that were being 
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1 carried out by scientists that were, for example, in this 

2 case using recombinant DNA methods. 

3 Q. Do you know if the Biosafety Committee then wrote to 

4 Dr. Stetten concerning this matter? 

5 A. Of course, when the Biosafety Committee was challenged 

6 on the basis of obtaining information about approval or 

7 noncertification or, in fact, controlling the use of the 

8 vectors and the whole process, it had to do so with respect 

9 to some specific guidelines. 

10 Those guidelines did not exist in a formal sense even 

11 up until July when our Biosafety Committee felt compelled 

12 

13 

to write, to get in touch with authorities at NIH to inform 

them that we were not receiving information from the 

14 recombinant DNA committee. 

15 And at this time, of course, Tom Stetten looked into 

16 this matter and found that that situation existed and, of 

17 course, replied to the inquiry of the Biosafety Committee. 

18 Q. Let me direct your attention to page 70 of the exhibit 

19 that's before you, and that's the Bates number at the lower 

20 right hand corner. There's a 62 in handwritten form right 

21 in the middle. And let me ask you if this is the letter to 

22 which you were referring. 

23 

24 

25 

MR. LIPSEY: Excuse me, Your Honor. Is this 

document going to be offered in evidence? 

THE COURT: Well, I can't answer your question, 
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but perhaps counsel 

MR. LIPSEY: I think we could object to continuing 

3 interrogation. I assume that the document in its entirety 

4 would be offered. I believe that they identified it on 

5 their exhibit list as an official record of the NIH. And I 

6 would just be disturbed if there was lengthy testimony 

7 about a document that never showed up in the record. So I 

8 would object to further examination unless the document is 

9 offered into evidence. 

10 MR. NEUSTADT: We will be offering it into 

11 evidence. 

12 

13 

THE COURT: Do you want to offer it right now? 

MR. NEUSTADT: Very well, Your Honor. I'd like to 

14 move entry of Defendant's Exhibit 3731. 

15 

16 

MR. LIPSEY: No objection, Your Honor. 

THE COURT: It will be received. 

17 Q. If you would, Dr. Rutter, I am directing you to page 

18 70, which is also identified as document 12 at the top. 

19 And let me just highlight or show on the first page the 

20 first couple of sentences in this letter. And is this what 

21 you were referring to? 

22 A. Yes, it is, I believe. 

23 Q. Now, I'd like to direct your attention to page 72 of 

24 

25 

the exhibit before you. This is 3731. This is the one 

that has the 64 handwritten number. Let me highlight the 
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first page for you so that you can see the pertinent 

2 portions. Is this the letter that you were referring to 

3 that came back from the NIH? 

4 A. Yes, it is. 

5 Q. Can you briefly set forth with respect to the first two 

6 sentences of that letter what the conclusion of the NIH was 

7 with respect to this? 

8 A. Well, it says briefly that there was a collapse of 

9 appropriate communication between the Office of Recombinant 

10 DNA Affairs and the workers at the University of California 

11 San Francisco. 

12 

13 

Q. And now let me direct your attention to the next page, 

this is page 73, the one with the handwritten 65. 

14 A. Yes. 

15 Q. And to the sentence that has been highlighted, "I 

16 confess that all this is but a poor excuse for the 

17 maltreatment to which you have been subjected." How was 

18 

19 

this received by the University? 

A. Well, clearly it was pleased. I mean, I speak only for 

20 the people with whom I had direct contact. And for the 

21 Biosafety Committee, those who discussed it with me, they 

22 were pleased because this, I think, helped clarify the 

23 situation in which they were operating and gave them some 

24 hope that the regulatory processes associated with 

25 recombinant DNA would be regularized not only for us but on 
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1 a nationwide basis. 

2 Q. Now after the clones were destroyed as Dr. Stetten had 

3 advised, what did you do? 

4 MR. LIPSEY: Objection, Your Honor. There's a 

5 lack of foundation. I don't believe the witness testified 

6 the clones were actually destroyed. 

7 THE COURT: Well, it assumes a fact not in 

8 evidence to witness the clones were destroyed. 

9 MR. NEUSTADT: I'll rephrase the question, Your 

10 Honor. 

11 Q. What did you do, Dr. Rutter, after you received the 

12 

13 

communication from Dr. Stetten? 

A. Of course, we had a meeting with our own group and 

14 discussed it both internally and externally, and we agreed 

15 to destroy the clones. At this time I remember 

16 particularly the meeting with John Shime and Axel Ullrich 

17 attending, and a number of other members of the group were 

18 there. And I said, We have no choice. We have to destroy 

19 the clones. 

20 And I was worried about that meeting because I felt 

21 because of, you know, the terrific progress which had been 

22 

23 

24 

made, that Axel might, in fact, disagree. In fact, he 

looked at me directly in the face and said, I agree. It 

was the only thing to do, period. 

25 Q. Did you subsequently destroy the clones? 
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1 MR. LIPSEY: Objection, Your Honor. The witness 

2 in his deposition indicated he lacked personal knowledge on 

3 that issue. It would be hearsay. 

4 THE COURT: Well, I don't believe you can object 

5 on the basis of his deposition until he's given an answer, 

6 and then you can use his deposition on cross-examination in 

7 an attempt to impeach him. So let's do it that way. 

8 MR. LIPSEY: Okay. 

9 Q. What was your understanding whether the clones were 

10 destroyed? 

11 A. Of course, I didn't destroy them myself, but Axel 

12 

13 

Ullrich did. 

Q. What did you do after the destruction? What did you do 

14 after you did that in terms of going ahead with your 

15 project? 

16 A. We then waited till approval of another vector, tried 

17 some experiments with an already-approved vector, pCR1, and 

18 waited for an approval of vector pMB9 which eventually 

19 occurred before pBR322. We prepared more insulin eDNA, 

20 although we had some available, so that experiments could 

21 be carried out. And we in every way attempted to 

22 essentially utilize the information which already had been 

23 

24 

gathered. There was some sequencing which occurred at that 

time because there was DNA that was already available from 

25 the initial cloning. 
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Q. Was the pMB9 suitable for your work? 1 

2 A. Yes, it was. It was sort of the father of pBR322. It 

3 had two selectable markers, as did pBR322. It was 

4 acceptable. 

5 Q. Is there any significant distinction between pMB9 and 

6 pBR322, chemically, of course? 

7 A. Certainly there is a distinction. One of the 

8 selectable markers in the case of pMB9 is rather more 

9 difficult to use. PBR322 is more usable. But both are 

10 usable. I would say they're part of the same family. 

11 They're derived from the same plasmid. So there's not 

12 

13 

these are not vectors of different families. They're 

similar. 

14 Q. Was the recloning difficult? 

15 A. The recloning in pCR1 was ineffectual, but the cloning 

16 in pMB9 occurred. And Axel can give you the details of 

17 that. 

18 Q. Did you have any crude eDNA left, and can you explain 

19 what that term is? 

20 A. Yes, of course. This eDNA, as I previously mentioned, 

21 was derived from the islet preparations which are then 

22 treated such that the messenger RNA was copied, and that 

23 crude eDNA was employed in those experiments. 

24 Q. And did that crude eDNA have any connection with 

25 pBR322? 
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A. No, it did not. It had nothing to do with either the 

guidelines or containment at all. These were processes 

which had been going on for more than a year. 

4 Q. Why did you clone rat proinsulin? 

5 A. Well, we used rat for several reasons, but the major 

6 one was that it was an effective system for the cloning 

7 process which allowed us then to establish a method which 

8 would be used for other mammals and also for humans. 

9 Q. Was one of the reasons you chose rat that there were 

10 any restrictions with respect to working on human genes? 

11 A. Yes, of course. At that time the guidelines precluded 

12 

13 

us from working on the human system within the containment 

of systems that we had in the laboratories at this time. 

14 We had no super-sophisticated containment systems, so we 

15 could work on an animal like the rat. 

16 Q. What sort of information did your work on the rat give 

17 the scientific community? 

18 A. Well, clearly it gave the sequence of pre-proinsulin 

19 for rat, and for the first time described the full sequence 

20 of a pre-proinsulin. 

21 It provided then the information by which you could go 

22 to another species by virtue of the similarity in the 

23 sequences, and using the property of binding to detect 

24 

25 

clones, so that the subsequent cloning processes would not 

be limited in the same way that the original cloning 
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1 processes were limited. 

2 And finally, it allowed us to study the process of 

3 insulin expression and its control in normal diabetic 

4 states within the rat system, which was a system that had 

5 been known. Diabetic rats can be produced. And there was 

6 much information coming from that. 

7 Q. How did your work on rats relate to mammals and 

8 vertebrates? 

9 A. Well, rat, of course, is a mammal and vertebrate. And 

10 it is a commonly used experimental animal which information 

11 is frequently transferable to other mammals and to humans. 

12 

13 

Q. How did your work on rat relate to, say, humans? I'm 

sorry. Maybe you have just answered that question. Let me 

14 move on to the next question. 

15 Did you publish your work on rat insulin in a 

16 scientific journal? And let me pull up Plaintiff's Exhibit 

17 98, although you can refer to it as the next exhibit in 

18 your book. 

19 A. Yes, of course, we published the Science. 

20 Q. Can you briefly describe what Science is, Science being 

21 the title of the magazine? 

22 A. Science is one of the major scientific journals which 

23 accepts publications not only in biology but in other areas 

24 

25 

of science. It's one of the premier journals. 

MR. NEUSTADT: Your Honor, at this time I'd like 
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to move into evidence Plaintiff's Exhibit 98. 

MR. LIPSEY: No objection, Your Honor. 

THE COURT: It will be received. 

140 

4 (Plaintiff's Exhibit{s) 98 received in evidence.) 

5 Q. And is this work that you have described with respect 

6 to rat proinsulin reflected in the '525 patent which has 

7 been identified as Plaintiff's Exhibit 2, and that's the 

8 next exhibit in your book? 

9 A. Yes, it is. 

10 MR. NEUSTADT: Your Honor, at this time I'd like 

11 to move into evidence Plaintiff's Exhibit 2. 

12 

13 

THE COURT: It will be received. 

(Plaintiff's Exhibit{s) 2 received in evidence.) 

14 Q. Now, was there any other interaction with the NIH 

15 concerning this rat work? 

16 A. Yes. When the specifics of the experiments became 

17 known, then the NIH deemed appropriate to look into the 

18 process and, in fact, the protocols which had been used in 

19 this work. 

20 Q. And what was their conclusion? 

21 A. They asked for a report. They accepted the report and 

22 accepted it as a satisfactory explanation of what happened 

23 under the circumstances, and approved it. 

24 Q. Did you testify before Congress concerning this matter? 

25 A. I did, indeed. 



• 

• 

• 

RUTTER 

1 

141 

Q. Can you recall your testimony before Congress? 

2 A. Not in detail. 

3 Q. Just generally. 

4 A. Of course. 

5 Q. Please, if you would, just generally give me your 

6 recollection. 

7 A. Yes, of course. Yes, of course. I testified before 

8 Adlai Stevenson's subcommittee with Senator Schmidt being 

9 the other senior representative from the Republican party. 

10 Q. Now, was anyone interested in the rat proinsulin eDNA 

11 that you had created or you had discovered? 

12 

13 

A. Well, indeed everybody was -- many scientists were 

interested because of their interest in insulin and the 

14 subject. But every company that had a corporate interest 

15 in insulin or the production of insulin was interested in 

16 this work. 

17 Q. Was Eli Lilly interested in this work? 

18 A. Yes, indeed. 

19 Q. And how did they manifest that interest? 

20 A. They proposed to us that they make a contract with us 

21 and support our work to clone the human insulin gene based 

22 on, of course, the technology that had been developed for 

23 rat. 

24 Q. Did you then collaborate with Lilly? 

25 A. Yes. We formed a virtual partnership. There was not a 
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1 simple one-way collaboration. We had meetings between both 

2 groups. We shared freely the information, the technology, 

3 the general approaches to this problem. 

4 They gave us every indication that our group and their 

5 group would eventually lead to a process which would be 

6 used in production of insulin using the natural proinsulin 

7 as an intermediate. 

8 Q. Why did you collaborate with Lilly? 

9 A. Well, of the companies that were producing insulin, 

10 ly certainly occupied the major position. It was an 

11 American company. It was committed to the production of 

12 

13 

14 

insulin; knew the diabetic field better than any other 

company. And we felt we had a good working relationship 

with the group. 

15 Q. Did you collaborate with anyone else? 

16 A. N0 1 we did not. 

17 Q. And why not? 

18 A. For the reasons I've already stated. This was a single 

19 collaboration that involved the complete exchange of 

20 information. It would have been a conflict of interest for 

21 us to collaborate with any significant other commercial 

22 partner. 

23 Q. This rat DNA, did you give it to Lilly? 

24 A. Yes, they could have the rat DNA. 

25 Q. Were they pleased to receive it? 
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1 A. Of course. 

2 Q. After the rat work was done, then what happened in 

3 terms of your work in the lab? 

4 A. Well, we immediately set out to isolate the human gene. 

5 And of course, the human gene, the issue was, first of all, 

6 how do you get human islets. And in fact, how to do the 

7 cloning itself, and how to identify the human clones. 

8 Q. And how did you 

9 A. The latter part of the process was made much easier; in 

10 fact, rather easy by the isolation of the rat because the 

11 rat gene is sufficiently close to the human gene. So that 

12 

13 

it forms duplexes like those over there you can see on the 

DNA. And you can label one and detect the presence of the 

14 other, so that the rat insulin was a necessity for this 

15 project to move rapidly. 

16 Q. At this time you were permitted to clone with human 

17 genes? 

18 A. Yes. That is, we had done some experiments prior to 

19 the approvals in laboratories outside this country, in an 

20 Eli Lilly laboratory in France. But since cloning was 

21 allowed in the United States, we moved forward with the 

22 project in the United States. In fact, experiments were 

23 carried out with a combination of Eli Lilly personnel and 

24 our own personnel in their facility just outside Strausberg 

25 in France. 
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Q. Did you have a human DNA source for this work? 

2 A. We tried various human DNA sources, but the one that 

3 ultimately proved successful was an insulinoma which was 

4 obtained from one of the diabetologists at U.C.S.F., John 

5 Karen. 

6 Q. Can you briefly explain in lay terms, if you will, what 

7 an insulinoma is? 

8 A. An insulinoma is the slow-growing tumor that produces 

9 insulin. It's about the size of an islet. It's a very 

10 small tumor. And it can't grow to very large sizes because 

11 then it will produce enough insulin to kill a patient. But 

12 you can eliminate these insulinomas by surgery and some of 

13 these are kept freeze dried. 

14 Q. Did you do this cloning in the U.S.? 

15 A. Yes, we did. 

16 Q. Did using this insulinoma remove the problem with 

17 RNase? 

18 A. No, it didn't, because insulinoma was still in the 

19 pancreas. And there was heavy RNase contamination, so we 

20 virtually had to use the same process to produce the crude 

21 eDNA. 

22 Q. What was done with the insulinoma? Exactly how did you 

23 work on it to -

24 A. We used a process similar to that with a rat, making 

25 crude eDNA, making reverse copy, putting it then into 
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pBR322 which was at that time approved, and getting clones. 

And the clones, the insulin clones, could be detected by 

3 virtue of the hybridization with the rat insulin sequences. 

4 Q. And who in your group was doing this work, say with the 

5 RNA and with the eDNA? 

6 A. The preparation of material was under the 

7 responsibility of Raymond Pictet and the cloning was done 

8 by Graeme Bell. 

9 Q. And after you completed this work, did you publish it 

10 in a scientific journal? 

11 A. We did, indeed. 

12 

13 

Q. Let me refer you to the next exhibit in your book. 

This is Plaintiff's Exhibit 97. And this is an article 

14 from Nature. And on the screen we have displayed the 

15 heading from that article, and I ask you, is this the 

16 article that described your work? 

17 A. Yes, it is. 

18 Q. What type of journal is Nature? 

19 A. Nature is also a premier journal. Nature and Science 

20 are probably the two premier journals in science, at least 

21 this part of science. 

22 MR. NEUSTADT: I'd like to move into evidence 

23 Plaintiff's Exhibit 97. 

24 

25 

MR. LIPSEY: No objection, Your Honor. 

THE COURT: It will be received. 
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• 1 (Plaintiff's Exhibit(s) 97 received in evidence.) 

2 Q. What was, in your estimation, the contribution to 

3 Science of this work? 

4 A. Well, there are several contributions. I think for the 

5 first time we knew truly what was the sequence of human 

6 pre proinsulin. And from that, we found a vehicle, the 

7 sequence itself, which could be used in the synthetic 

8 process for making human insulin. 

9 Q. Now, you mentioned --

10 A. Above all this information and the sequence 

11 information, allowed any other scientist who had that 

12 information to either reproduce it or use the information 

13 to clone genes or synthesize genes having the same 

14 information, genetic information. 

15 Q. Was the amino acid sequence known prior to this time? 

16 A. No. 

17 Q. Then why wasn't it known prior to this time? 

18 A. Well, let me explain: First, because there weren't 

19 significant quantities of human pre-proinsulin to establish 

20 the entire sequence of the molecule. Parts of it had been 

21 sequenced using amino acid sequencing, but not the entire 

22 molecule. In particular, the connecting links between some 

23 of the peptides were not known. 

• 24 

25 

However, let me point out in another way the importance 

of unequivocally determining the sequence of the molecule, 
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• 1 especially a molecule which is to be used by millions of 

2 human beings. 

3 In this case the determination of the sequence is 

4 always established by some method which uses the natural 

5 substance. We have the natural substance whose properties 

6 were described in the 1920s by Banting and Best. And then 

7 we have Sanger determining the sequence by conventional 

8 methods. The likelihood of that sequence being correct, 

9 absolutely correct, was high. But it was not a 100 

10 percent. 

11 Similarly, when Don Steiner's group and others 

12 determined the sequence for peptides, parts of them, they 

13 determined them with the accuracy which was inherit in the 

14 methods at the time. And using those methods, they 

15 established a sequence. They determined the sequence for 

16 the A and the B and the C chains with a high degree of 

17 certainty but not an absolute certainty. 

18 The connecting amino acids were not determined. They 

19 were assumed by Don Steiner, not determined absolutely for 

20 the human. So there were elements of uncertainty 

21 conspicuously at those two sites, but rather less 

22 conspicuously throughout the molecule. 

23 The nucleic acid sequencing technique is much more 

technical reasonsi and hence, after nucleic acid sequencing • 24 precise than the amino acid sequencing technique for 

25 
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had become well known and a procedure in the art, many 

2 errors in protein sequencing have been discovered via the 

3 nucleic sequencing technique. 

4 So this information, first of all, established 

5 decisively the sequence of a protein which would be used as 

6 long as insulin is used by human beings. So that the 

7 diabetes problem could be addressed by the replacement of 

8 the hormone, by precisely the human hormone. 

9 And then those sequences which were clearly not known 

10 but hypothesized by Steiner were confirmed. 

11 

12 

13 

So this was I think a major achievement of this. And 

at the practical level, it gave the RNA which could then be 

used -- or copies of it could be used in the production 

14 process. 

15 Q. I think you've sprung a new term on us, and perhaps I 

16 better have you define it; this "nucleic acid sequencing" 

17 that you were referring to. Does nucleic acid pertain to 

18 the amino acid sequence on the right side of the exhibit 

19 before you, or does it pertain to analysis of DNA or mRNA 

20 on the left side? 

21 A. I was contrasting the sequencing of the proteins with 

22 the amino acid on the right-hand side with the sequencing 

23 of the DNA in the chain on the left side. Sequencing 

24 methodologies of the DNA chains are very precise and can be 

25 repeated many times in different forms, such that one can 
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get a virtual certainty of the sequence. 

Q. Does that sequencing relate to eDNA or to DNA? 

A. It can sequence eDNA, copy DNA. 

Q. Do you know how the sequencing is done for amino acids, 

and that's on the right side of the chart, and can you 

briefly describe that? 

A. Well, yes. Typically, the chain is cut in some way, 

frequently by chemical methods, and then the release to 

amino acid is determined by another methodology. The 

problems arise in the chemical cleavage and the heterogene 

of the molecules which are left after the cleavages, such 

that the accuracy of these sequencing methods, and 

especially this is true for certain amino acids, is 

sometimes questionable. And the people in this field know 

the degree of certainty of the sequencing by the specific 

data. 

Q. After you got this human proinsulin DNA, what did you 

do with it? Did you give 

A. We sequenced it, of course. 

Q. I meant, did you give it to any company? 

A. Of course. We gave it to Eli Lilly. 

Q. What was their reaction to receiving it? 

A. Well, they were extremely pleased to get it, of course. 

Q. Is this work reflected in your '740 patent? Let me 

bring that up. That's Plaintiff's Exhibit 1. And that's 
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1 your patent, the '740 patent? 

2 A. Yes, it is. 

3 MR. NEUSTADT: Your Honor, may I pass some water 

4 up to the witness? 

5 THE COURT: Certainly. 

6 MR. NEUSTADT: At this time I'd like to move into 

7 evidence Plaintiff's Exhibit 1. 

8 MR. LIPSEY: No objection. 

9 THE COURT: It will be received. 

10 (Plaintiff's Exhibit(s) 1 received in evidence.) 

11 Q. Dr. Rutter, directing your attention to your '740 

12 patent, what is it directed to? 

13 A. Well, it's directed toward the full sequences of the 

14 human pre-proinsulin, of proinsulin itself, the genes; and 

15 also the formation of fusion proteins that are significant 

16 for the production process. 

17 Q. Does your patent have anything to do with tailoring? 

18 A. Yes, indeed. 

19 Q. And what is tailoring? 

20 A. Tailoring is the means by which one converts one 

21 sequence into another for a purpose; in this case, for the 

22 purpose of production. 

23 Q. How does this --

24 A. Pre-proinsulin, if I can explain for a minute in this 

25 context, the pre-proinsulin sequences have within them a 
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1 pre-sequence which signals secretion. This is used in the 

2 cell in the islets of Langerhans that secretes insulin into 

3 the bloodstream. 

4 If one is producing that molecule in E. coli, one 

5 doesn't need to secrete from E. coli; and therefore, one 

6 would like to produce, in fact, just the sequences which 

7 will be used by the human being when injected or when 

8 delivered in any fashion for therapeutic uses. 

9 In this case, those sequences need to be removed and 

10 the sequences, the pre-proinsulin sequences, tailored to a 

11 particular use. And in this patent we describe a method by 

12 which this can be accomplished. In fact, the problem was 

13 set out in a discussion with Eli Lilly personnel in our 

14 laboratories. When we described what the sequence was and 

15 its utility, immediately the discussions centered on, We 

16 need a sequence which can produce insulin in E. coli cells. 

17 And then the concept of tailoring was developed, and a 

18 specific practical approach was devised by Howard, in fact, 

19 Howard Goodman, and discussed with those folks, and 

20 accepted as a part of the program. 

21 And we then used -- we conceptually devised a number of 

22 other systems using tailoring to our advantage; that is, 

23 fusion proteins of various sorts. 

after you gave them the human proinsulin. Did you have any • 24 Q. Now, you mentioned your discussions with Eli Lilly 

25 
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1 understanding why Lilly was pleased to receive that human 

2 proinsulin? 

3 A. Well, obviously we expected it to be used both in 

4 experiment as the basis for a commercial process using 

5 proinsulin, and we believed that that process would be much 

6 more effective than any process which approved which 

7 produced the single chains which then had to be combined 

8 chemically. 

9 Q. You mentioned before that your patent included this 

10 tailoring. I'd like to direct your attention to Example 2A 

11 of your patent and have you explain that. This is 

12 Plaintiff's Exhibit 1 and it's Example 2A. So this will be 

13 in your Plaintiff's Exhibit 1. This will begin at column 

14 12. 

15 A. Column 12. Okay. 

16 Q. It's also up on the screen before you. 

17 A. Yes. Basically this example describes the method by 

18 which one can transfer the head into the sequence, 

19 synthetic sequence, which provides a start site for 

20 bacterial expression to replace the end of the sequence 

21 which is used for secretion in human cell. 

22 And the way one does that briefly is to cleave with an 

23 enzyme which is sequence specific, close to the end, and 

24 then stitch in another sequence by known methods which 

25 essentially provides the appropriate replacement. 
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1 THE COURT: This may be known to you, but it isn't 

2 to me. How do you do that? 

3 THE WITNESS: Yes. Well, it depends upon the 

4 specificity of the clipping enzymes and the ability of 

5 these molecules to interact with each other by virtue of 

6 hybridization. You see, Your Honor, if you take these two 

7 chains, one versus the other, it turns out they naturally 

8 interact according to regular rules. 

9 For example, these nucleotide sequences down below, A 

10 is always opposite to T and G is always opposite to C. So 

11 it provides a way of orienting the chains by chemical 

12 rules - by chemical affinities. 

13 And by taking advantage then of an enzyme that clips in 

14 the right way, then putting on the sequence which adjusts 

15 itself by this rule of interaction, so-called 

16 hybridization, and then you stitch it back up and you can 

17 replace one with another. 

18 And that kind of a process of replacement now makes 

19 these DNA technologies a great facility in manipulating the 

20 sequences. This was understood at this time, proposes a 

21 mechanism for this. 

22 Q. Can you define that term "hybridization" that you just 

23 used? 

chain with the other, forming a hybrid, by virtue of the • 
24 A. Hybridization is the process of interaction of one 

25 
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2 c. 

3 Q. Now I'd like to direct your attention to the next page 

4 in your patent, and that's column 13. And there is the 

5 paragraph that begins towards the middle of the page, That 

6 expression yields a fusion protein. And how does this 

7 relate to your discussions with Eli Lilly? 

8 A. Well, the fusion protein concept and this strategy 

9 essentially solved the problem of expression. And of 

10 course, that was a very important event in the whole 

11 development. 

12 MR. NEUSTADT: Your Honor, at this time I'd like 

13 to ask the witness if he can show us this tailoring on the 

14 blackboard that we have here, and I think maybe the 

15 explanation will become clearer. Would that be 

16 permissible? 

17 THE COURT: Certainly. 

18 Q. Dr. Rutter, can you step up to the blackboard, please. 

19 Dr. Rutter, could you show tailoring conceptually as 

20 set forth in Example 2A? 

21 A. Yes. Basically if one has a chain, this chain 

22 represents a set of sequence - nucleotide sequences in the 

23 eDNA of pre-proinsulin. Now, of course, in this situation 

24 the pre-sequence, which is the signal for secretion, 

25 precedes the rest of the molecule which is important for 
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- 1 expression with the peptides B, C, A and then a terminus. 
\ 

2 In this case, we wish to develop a new sequence to 

3 remove this sequence, and add a new one which gives the 

4 bacteria signal for protein synthesis. 

5 And so the process itself involves selecting a site 

6 internal in the B chain and the sequence conferring the B 

7 chain which can be cleaved by an enzyme precisely at that 

8 site, precisely at that site. 

9 And that cleavage then results in the remainder of the 

10 chain existing, but a sequence which allows us to then fuse 

11 on, fuse on another sequence which includes the rest of the 

12 normal B chain by the coding rules. And in addition, then 

13 another sequence that I identified before here, which is 

14 absolutely required for appropriate functional synthesis in 

15 bacteria, and any other sequence that we wish upstream. 

16 So the net result of this process is that you can 

17 change the signaling component of the molecule by 

18 essentially mixing and matching nucleotide sequences. And 

19 the rules -- or the tools you have for this are enzymes 

20 that cleave - these are called restriction enzymes --

21 enzymes that cleave in a specific site, tailoring, blunt 

22 edge -- excuse me, hybridization. And then there's another 

23 process, another enzyme, that actually will join two sets 

24 of DNA molecules, blunt edged, blunt-edged joining. 

25 And by a combination of one or the others of these 
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1 things, you can really add nucleic acid sequences to change 

2 the information in a limited part of the molecule. That 

3 allows you to fuse on signals, fuse on other proteins for 

4 any purpose. That's a very important component of a 

5 process which you derive a huge long chain of nucleic acids 

6 and need to tailor it for your own purposes. 

7 Q. Does what you have drawn there incorporate a fusion 

8 protein? 

9 A. The final product of this process then is --

10 Q. If you would, step to the other side so you don't block 

11 the vision of the Court. 

12 A. Yes. The net result is a protein which has an • 13 additional amino acid, a fusion molecule. Then it starts 

14 from here, so you fuse on another signal by this process. 

15 Q. Can you label the portion that's the fusion protein? 

16 A. That's the concept. 

17 Q. Thank you. Now I'd like to direct your attention to 

18 claim 5 of your patent. We'll bring this up on the screen, 

19 but you can also find it before you, if you wish, at column 

20 17 and 18. But it may be easier to follow it on the 

21 screen. 

22 Just generally, Dr. Rutter, can you explain what the 

23 formula shown in claim 5 represents? 

24 A. This is the formula for human proinsulin in all of its 

25 degraded possibilities; that is, all sequences which by 
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2 composition is that of proinsulin. 

3 Q. I'd like you to explain how this might be, and it might 

4 be easier if you refer to Defendant's Exhibit 4007 which 

5 I'll have on the screen before you. And we have looked at 

6 it earlier this morning. Can you explain what you have 

7 stated with respect to claim 5 using Defendant's Exhibit 

8 4007? 

9 A. Well, as shown here and as discussed this morning, the 

10 genetic code is redundant, and several different codons 

11 still code for a single amino acid. The number of codons 

12 • 13 

can go from one to six. Once one had established precisely 

and definitely the sequence of human pre-proinsulin, it was 

14 then possible to, in fact, determine the entire set of 

15 genetic sequences that would code for the human proinsulin 

16 sequence. Hence, that formula shows all the different 

17 possibilities of codons which would then result in the 

18 production of insulin. 

19 And I think the reason for that claim was it became 

20 obvious from genetic rules that once one knew the sequence, 

21 that any of these different codon populations as described 

22 would produce insulin. 

23 Q. Does claim 5 include the eDNA? 

24 A. Claim 5 includes the eDNA. 

25 MR. NEUSTADT: At this time I'd like to offer into 
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evidence Defendant's Exhibit 4007. 

MR. LIPSEY: No objection, Your Honor, since it's 

ours. 

THE COURT: It will be received. 

(Plaintiff's Exhibit(s) 4007 received in evidence.) 

Q. Do you know Dr. Walter Gilbert? 

A. Yes, of course, I do. 

Q. Have you had an opportunity to read the allegations he 

has made against you? 

A. Yes, I have. I saw them two days ago. 

Q. What has been your reaction to that? 

A. Well, I was both surprised, in fact, shocked and also 

deeply saddened, because I felt that Walter Gilbert is a 

scientist we have all admired, lived through that period of 

time, knew the problems associated, associated with the 

politics, the uncertainties of the approval process, the 

irregularities associated with biotechnology in general, 

understanding all of the nuances of developing a process 

which would ultimately be commercially important. 

I think that his remarks to me represented both 

assault, and assault on my own character but those of the 

characters of the people with whom I am associated. And I 

can say that - I can say personally that I am glad he's 

here to hear my comments, because they greatly, they 

greatly underestimate both us as individuals and as a 
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group. 1 

2 I mean, anyone who knew these individuals as a group 

3 knew the tensions which arose, their own personal 

4 ambitions, their own divergent careers as they occurred; 

5 their own personal loyalties would have recognized that you 

6 would never have been able to form a conspiracy for 18 

7 days, let alone for 18 years. 

8 Let me say again that these individuals careers in the 

9 future, in the subsequent period, have, I think, 

10 established themselves as individuals of integrity with 

11 fine scientific careers. 

12 

13 

For me, it takes an act of supreme intellectual 

arrogance, coupled with the kind of cynicism of the human 

14 individual to essentially take what appears to be, I think, 

15 circumstantial evidence and turn that into a certainty. 

16 And that is one of the tragedies I think of what otherwise 

17 would have been a marvelous, marvelous achievement of us 

18 all. 

19 I think the general move in this direction is an 

20 assault on science itself, and the thing that drives human 

21 beings. This is not a case of greed, at least on our side. 

22 I think it is instead -- but it is a case of equity and of 

23 integrity, scientific equity and fairness . 

And in this case, I believe that the rule has been 24 

25 cleared by our past and our future. I certainly personally 
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1 did not lie to anyone in the Senate or the NIH or anywhere 

2 else; nor did I provide false information to my knowledge. 

3 Now, I admit that the complexities of the records, 18 

4 years, provide an amazing set of seemingly conflicting sets 

5 of data. But I think that that complexity, and in 

6 particular in Howard's case, you know, aside from the 

7 consternation of seeing all this almost un-understandable 

8 set of specific data which he meticulously kept, after my 

9 first reaction, I had a reaction of respect that he kept 

10 all of that data and he provided it, provided it clearly to 

11 the Court. 

12 

13 

Now, is this the kind of act that would be received by 

an individual who is essentially trying to cover up a fraud 

14 for which he's been accused and tried to live with for 18 

15 years? I mean, it's totally preposterous. 

16 MR. NEUSTADT: I have no further questions of this 

17 witness, Your Honor, but I'd like to move into evidence the 

18 exhibits that were discussed with this witness that haven't 

19 previously been moved into evidence. First is Plaintiff's 

20 Exhibit 540. 

21 MR. LIPSEY: Excuse me, just a minute. No 

22 objection. 

23 

24 

25 

MR. NEUSTADT: Defendant's Exhibit 2013. 

MR. LIPSEY: No objection . 

MR. NEUSTADT: Defendant's Exhibit 2016. 
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MR. LIPSEY: No objection. 

MR. NEUSTADT: Defendant's Exhibit 4010. 

MR. LIPSEY: No objection. 

MR. NEUSTADT: Plaintiff's Exhibit 706. 

MR. LIPSEY: No objection. 

MR. NEUSTADT: Plaintiff's Exhibit 708. 

MR. LIPSEY: No objection. 

MR. NEUSTADT: Defendant's Exhibit 2863. 

MR. LIPSEY: No objection. 

MR. NEUSTADT: Defendant's Exhibit 2864. 

161 

MR. LIPSEY: I think we'll object to that on 

grounds of hearsay, Your Honor. It's written by Howard 

Goodman. Howard Goodman is here to testify, and he would 

14 seem to be the appropriate witness to testify about that. 

15 MR. NEUSTADT: I think the question was Dr. 

16 Rutter's reaction to receiving that letter, so that I think 

17 it would be appropriate to receive that into evidence at 

18 this time. Certainly Howard Goodman will also be available 

19 here to testify concerning that. 

20 MR. LIPSEY: Your Honor, the letter is hearsay on 

21 its face. If it's to be admitted for any and all purposes, 

22 it's objectionable at this time. 

23 

24 

THE COURT: Well, I don't have the letter in front 

of me right at the moment. But if it's what I think it is, 

25 I will receive it into evidence as it relates to the 
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1 witness' reaction to it, but not for the truth of the 

2 letter. 

3 MR. NEUSTADT: Thank you, Your Honor. 

4 THE COURT: And we'll now take a 15-minute recess. 

5 And of course, I also received all the other exhibits as to 

6 which there was no objection. 

7 (Plaintiff's Exhibit(s) 540, 2013, 2016, 4010, 706, 

8 708, 2863, 2864 received in evidence.) 
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1 THE COURT: You may cross-examine. 

2 CROSS-EXAMINATION 

3 BY MR. LIPSEY: 

4 Q. Good afternoon, Dr. Rutter. 

5 A. Good afternoon. 

6 Q. Is it correct that you were not directly associated 

7 with the sequencing experiments with the pBR322 cloning 

8 experiments? 

9 A. That's correct. 

10 Q. And is it correct that the basis for your belief that 

11 the pBR322 clones were destroyed was that Dr. Ullrich told 

12 

13 

you that he had done so? 

A. That's correct. 

14 Q. You should have before you a booklet -- excuse me --

15 labeled Rutter 1 on the front. Do you have that there? 

16 Now, could you state the years during which you were 

17 chairman of the Department of Biochemistry and Biophysics 

18 at u.c.? 

19 A. Please repeat the question. 

20 Q. Could you state the years during which you were 

21 chairman of the Department of Biochemistry and Biophysics 

22 at U.C.S.F.? 

23 A. 1969 to I believe 1982. 

24 Q. What was your position thereafter? 

25 A. Director of the Hormone Research Institute. 
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Q. When did you cease being the director of Hormone 

Research Institute? 

3 A. I think it was 1988. 

4 Q. Do you recall when in 1 88? 

5 A. No. 

6 Q. would you take a look at Defendant's Exhibit 3435 which 

7 is in the book before you. Do you recognize this as the 

8 sponsored research agreement between Lilly and u.c. to 

9 which you referred in your direct testimony? 

10 A. I do. 

11 Q. And if you would turn to the last page of the exhibit 

12 

13 

that has the Bates number 21466, you'll see there, there's 

a schedule of research. Do you have that before you? 

14 A. Schedule of research? 

15 Q. It's called Appendix 1. It's a table with some numbers 

16 in it. 

17 A. I see a budget. 

18 Q. Okay. And the projected budget there is a little less 

19 than $1.3 million; is that right? 

20 A. Yes, it is. 

21 Q. would you turn to Defendant's Exhibit 3283, please. 

22 Now, you're indicated as a copy recipient on that letter; 

23 

24 

25 

do you see that? 

A. I do. 

Q. And do you recognize this document as amendment number 
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1 1 to the research agreement which we just looked at as 

2 Defendant's Exhibit 3435? 

3 A. That's what it says. 

4 Q. And there is an amended budget on the last page of that 

5 exhibit; do you see that? 

6 A. You'll have to show it to me. I'm probably too dull to 

7 see. 

8 Q. It should be the very last page of the exhibit. It has 

9 the Bates number on the right-hand side going down the 

10 right margin ending in 073. 

11 A. I have numbers. There is a budget that goes to five 

12 

13 

years . 

Q. And the total budget for that period is stated at the 

14 bottom to be about one and two-thirds million dollars; is 

15 that correct? 

16 A. Correct. 

17 Q. Would you turn to Defendant's Exhibit 3284. That's 

18 your signature on the second page; is that right? 

19 A. It is. 

20 Q. And do you recognize this as the letter terminating the 

21 research arrangement between Lilly and u.c.? 

22 A. Yes, I do recognize this. 

23 Q. Do you recall that u.c. received from Lilly in the 

24 

25 

course of this sponsored research agreement a little over a 

million dollars? 
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1 A. According to these schedules that's the case. 

2 Q. And it was your understanding that Lilly was also 

3 reimbursing the University for its out of pockets on its 

4 domestic and foreign patent prosecutions; is that right? 

5 A. It's my understanding that the University had an 

6 agreement with Eli Lilly with respect to that, yes. 

7 Q. Would you turn, please, to Defendant's Exhibit 3480, 

8 which you should have before you. You can skip over that. 

9 Do you recognize that as a copy of the settlement agreement 

10 between U.C.S.F. and Genentech relating to the use of 

11 

12 

13 

u.c.S.F. materials at Genentech by, among other people, 

Dr. Ullrich? 

A. That's what it purports to be. 

14 Q. Would you turn to page 4 of the agreement, and 

15 specifically refer to paragraphs 3.03 and 3.04. 

16 A. Excuse me? 

17 Q. Would you turn to page 4 of the agreement, please, and 

18 refer to paragraphs 3.03 and 3.04. Do you have those? 

19 A. I see it. 

20 Q. And those two provisions together call for payments to 

21 the University of $2 million; is that correct? 

22 MR. NEUSTADT: Objection, Your Honor. I don't 

23 think there has been any foundation established with the 

24 

25 

witness that he is at all familiar with this document. 

MR. LIPSEY: I'm prepared to lay the foundation, 
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1 if necessary, Your Honor. I think it will be a waste of 

2 time, but I'm happy to oblige. 

3 A. Perhaps it's not a waste of time for me to make a 

4 comment here. It was never my understanding or anyone at 

5 the University's, to my knowledge, that this represents a 

6 settlement of claims of the University and Eli Lilly; nor 

7 did any the inventors or people associated with this 

8 believe that it did. 

9 Q. Dr. Rutter, would you please confine your remarks to 

10 answers to my questions? This will go a lot more quickly. 

11 You will have an opportunity when your counsel examines you 

12 

13 

14 

again to say anything you would like. 

Do you see in the agreement with Genentech Defendant's 

Exhibit 3480, that it does provide for payments in the 

15 aggregate of about $2 million there on page 4? 

16 A. It does. 

17 Q. I beg your pardon? 

18 A. I think that's what it provides. 

19 Q. Would you turn to Defendant's Exhibit 3709. That's 

20 your signature on the first page there; is that correct? 

21 A. It is correct. 

22 Q. And this is a letter that you and Dr. Goodman, among 

23 

24 

others, sent to Roger Ditzel; is that correct? 

A. That's what it says. 

25 Q. And he at the time was associated with the 
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administration of the University's patent rights; is that 

2 correct? 

3 A. That's correct. 

4 Q. And you state in the letter on the second line, "Our 

5 signatures are based on the condition that the funds 

6 received by the University in this settlement will be 

7 treated as royalties according to University patent policy; 

8 that is, after expenses, 50 percent will be divided among 

9 the participating 'inventors.'" Do you see that? 

10 A. That's what it says. 

11 Q. Now, would you turn to the third page of the exhibit, 

12 

13 

please, which is entitled Waiver. Is that your signature 

at the bottom of that page? 

14 A. Yes. 

15 Q. And you did, in fact, receive a proportion of the 

16 payments made by Genentech to the University in accordance 

17 with the settlement agreement which is Exhibit DX3480; is 

18 that right? 

19 A. I must have. 

20 Q. And is it correct that Genentech did, in fact, pay the 

21 full amount provided by the agreement, something in excess 

22 of $2 million? 

23 A. I cannot answer that. 

24 Q. You do not know? 

25 A. I do not know. 
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1 

2 

Q. Were you aware during the course of time that Genentech 

was paying money under that agreement that some of the 

3 moneys were coming from royalties paid by Eli Lilly & 

4 Company to Genentech for its human insulin sales? 

5 A. No, I was not. 

6 Q. Is it correct that the moneys provided under this 

7 agreement 

8 A. I would imagine it would be very hard to decide where 

9 the money was coming from since it was probably coming from 

10 a general fund, and allocations probably are not -- could 

11 be capriciously indicated. 

Q. Capriciously indicated? 12 

13 A. Capriciously in the sense that I wondered whether the 

14 coupling between this is established formally within 

15 Genentech as part of the agreement. 

16 Q. Do you understand or do you recall that in connection 

17 with the settlement agreement there were side agreements 

18 between the people working on human growth hormone at U.C. 

19 and the people working on human insulin which provided for 

20 sharing of the revenues from Genentech, depending on where 

21 they came from? 

22 A. Yes. 

23 Q. So you do recall receiving money based on Genentech's 

24 income associated with insulin during the course of 

25 performance of this agreement? 
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A. I recall receiving money coming from Genentech. 

2 Q. You don't recall how much of that was for insulin and 

3 how much was for growth hormone? 

4 A. I don't recall having established where it came from in 

5 Genentech's budget. 

6 Q. Would you turn to Exhibit 3570, please. 

7 A. 357 

8 Q. 70. 

9 A. 70? 

10 Q. Yes, hopefully 

11 A. I have 3571. 

12 

13 

Q. If I may take a look at that, hopefully we don't have a 

problem. Just a minute. I'll hand you what's previously 

14 been marked for identification as Defendant's Exhibit 3570. 

15 Do you recognize the second page of that exhibit bearing 

16 Bates No. HG002378 as being a statement of University 

17 patent policy? 

18 A. I recognize it as a statement by Joseph E. Palca of, 

19 the patent administration, stating patent guidelines. 

20 Q. Do you have the second page of the exhibit? 

21 A. And the next page is University policy regarding 

22 patents, yes. 

23 

24 

25 

Q. So you recognize the second page as a statement of the 

University policy regarding patents; is that right? 

A. I recognize the page. I don't know that I've ever seen 
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1 it before. 

2 Q. Paragraph 7 on the second page of Defendant's 

3 Exhibit 3570 states, "The Regents agrees for and in 

4 consideration of said assignment of patent rights to pay 

5 annually to the inventor, his heirs, successors and 

6 assigns, 50 percent of the royalties and fees received by 

7 the Regents after a deduction of 15 percent thereof for 

8 overhead costs, plus a deduction for costs of patenting and 

9 protection of patent rights." Do you see where I've read? 

10 A. I do. 

11 Q. And that is the patent policy to which you referred in 

12 

13 

your letter which we saw as Defendant's Exhibit 3709 just a 

few minutes ago; is that correct? 

14 A. Probably. 

15 Q. Would you turn to Defendant's Exhibit 

16 A. This policy was revised September 197 whatever it 

17 is, '3 or '5. I don't know whether there was a subsequent 

18 one. And perhaps the University itself can establish 

19 whether that was the correct policy. 

20 Q. Well, that was the policy you were operating under at 

21 least as of July of 1980, which is the time you wrote 

22 Defendant's Exhibit 3709; is that right? 

23 

24 

A. I don't know. I assume so, if you say so. 

Q. Well, whatever policy it was, it was one that provided 

25 for 50 percent --
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1 A. We were acting under some policy. 

2 Q. I beg your pardon? 

3 A. We were acting under some policy. 

4 Q. And the policy was one that provided for the inventors 

5 to share approximately 50 percent; is that right? 

6 A. Yes. It was my understanding there were inventors 

7 shares, and after expenses it was split 50/50. 

8 Q. I apologize for the redundancy in exhibits, but I had 

9 no way of anticipating what your counsel would do. 

10 Would you turn to Exhibit 3001. And that is a copy of 

11 

12 

13 

14 

15 

your 1 525 patent involved in this lawsuit; is that right? 

A. It is. 

Q. Would you turn to Exhibit 3571, and turn specifically 

to the last page which bears the Bates number UPTC01880. I 

have the sense you're not in the right document there. It 

16 should be an assignment contract. 

17 A. An assignment 

18 Q. This one. 

19 A. Oh, okay. 

20 Q. Do you recognize Defendant's Exhibit 3571 as the 

21 assignment agreement executed by you relating to your 1 525 

22 patent? 

23 A. I think this is it. 

24 Q. And that is, in fact, your signature on the last page 

25 of the agreement? 



• 

• 

• 

RUTTER-CROSS 
173 

1 A. It is. 

2 Q. And to your knowledge, are those the signatures of your 

3 other co-inventors? 

4 A. To my knowledge? 

5 Q. To your knowledge, do the signatures of your other 

6 co-inventors appear on that document? 

7 A. Yes. 

8 Q. Now, the penultimate paragraph of this agreement 

9 provides, "And we and each of us further covenant and agree 

10 that we will at any time upon request communicate to the 

11 Regents of the University of California, its successors, 

12 

13 

assigns and other legal representatives, any facts relating 

to the said invention in letters patent, or to the history 

14 thereof known to us, and will testify to the same in any 

15 interference or litigation when requested to do so." 

16 Do you see where I've read? 

17 A. Yes, I do. 

18 Q. And you understand that you have that obligation; is 

19 that correct? 

20 A. I signed the paper. I signed the agreement. 

21 Q. Would you turn to Exhibit 3000, Defendant's Exhibit 

22 3000. Again, I apologize, that is a copy of your '740 

23 patent involved in this suit; is that right? 

24 A. Yes, sir. 

25 Q. would you turn to Exhibit 3465A. 
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1 A. I have it. 

2 Q. Do you recognize that as the assignment contract 

3 executed by you in connection with your 1 740 patent? 

4 A. Yes, I do. 

5 Q. And that is your signature and the signature of your 

6 co-inventors on the last page; is that right? 

7 A. It is. 

8 Q. And the last paragraph of this agreement imposes a 

9 similar obligation to testify; is that right? 

10 A. Yes. 

11 

12 

13 

Q. Is it correct that you expect to share in the proceeds, 

if there are any, accruing to the University of California 

in connection with this lawsuit? 

14 A. Yes. 

15 Q. And that's in accordance with the University's patent 

16 policy; is that right? 

17 A. Yes. If you're asking me personally about this issue, 

18 I've also testified as you have previously --

19 

20 

21 

MR. LIPSEY: You've already answered. 

THE COURT: You don't need to --

MR. NEUSTADT: May I request that the witness be 

22 permitted to complete his answer. I didn't hear your 

23 comment. 

24 

25 

THE COURT: He had completed his answer which was 

simply "yes," then he attempted to volunteer other material 
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which I told him not to. 1 

2 MR. NEUSTADT: Very well, Your Honor. I didn't 

3 hear your instruction. My apologies. 

4 MR. LIPSEY: At this time, Your Honor, I would 

5 like to offer into evidence DX3435. I believe they're in 

6 the order that they appear. 

7 MR. NEUSTADT: No objection. 

8 

9 

10 

11 

12 

13 

14 

15 

16 

17 

18 

19 

20 

MR. LIPSEY: 3283. 

MR. NEUSTADT: No objection. 

MR. LIPSEY: 3284. 

MR. NEUSTADT: No objection. 

MR. LIPSEY: 3480. 

MR. NEUSTADT: No objection. 

MR. LIPSEY: 3709. 

MR. NEUSTADT: No objection. 

MR. LIPSEY: 3570. 

MR. NEUSTADT: No objection. 

MR. LIPSEY: 3001. 

MR. NEUSTADT: No objection. 

THE COURT: I'll object to that. It's in 

21 evidence. We don't need it in there twice. 

22 

23 

24 

25 3465A. 

MR. LIPSEY: Okay. In that case, 3571. 

MR. NEUSTADT: No objection. 

MR. LIPSEY: I won't even ask about 3000. And 
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MR. NEUSTADT: No objection. 1 

2 THE COURT: Received in evidence except as 

3 indicated. 

4 (Defendants' Exhibit(s) DX3435, 3283, 3284, 3480, 3709, 

5 3570, 3571, 3465A received in evidence.) 

6 MR. LIPSEY: Your Honor, we may be screaming 

7 before we're heard, but we understand that Dr. Goodman is 

8 here and will testify and will be made available for 

9 examination by us based on an agreement between counsel, 

10 and I was wondering with the Court's permission, may we 

11 memorialize that on the record that Dr. Goodman will, in 

12 

13 

14 

fact, be made available for our examination? 

MR. NEUSTADT: I can confirm that, Your Honor. 

THE COURT: All right. Thank you. 

15 MR. LIPSEY: Dr. Rutter, you should have a book 

16 labeled "Rutter 2" before you. Do you have that? 

17 A. Yes, sir. 

18 Q. Would you turn to --

19 

20 

THE COURT: Hold it just a minute. 

MR. LIPSEY: I don't see it, Your Honor. I think 

21 that's it right over there. 

22 Q. Would you turn, please, to Defendant's Exhibit 3179. 

23 A. Yes, sir. 

24 Q. And this is a copy of your rat insulin DNA paper which 

25 your counsel showed you as Plaintiff's Exhibit 98; is that 
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3 Q. And you were a co-author of that article; is that 

4 correct? 

5 A. Correct. 

6 Q. And was it your practice to review manuscripts of this 

7 sort before they were submitted for publication? 

8 A. Yes. 

9 Q. And this particular article was published in June of 

10 1977; is that right? 

11 A. Excuse me? 

12 

13 

Q. This particular article was published in June of 1977; 

is that right? 

14 A. That's correct. 

15 Q. Would you turn to the page of the article with the page 

16 number 1316. 

17 A. The numbers don't show themselves well. 

18 Q. It's the page that has figure 6 at the top. 

19 A. Okay, I have it. 

20 Q. Now, in the right-hand column, in the bottom of the 

21 second complete paragraph, and I've put it up on the 

22 monitor if you care to refer to it there, you make the 

23 statement in relation to the rat DNA that, "The nucleotide 

24 sequences of the mRNAs therefore confirm the previously 

25 determined amino acid sequence for rat proinsulin 1," 
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1 citing reference 4. 

2 And in addition show that, "The C-peptide is connected 

3 to the B chain by the sequence Arg-Arg (Arginine Arginine) 

4 and to the A chain by a Lys-Arg (Lysine-Arginine) sequence. 

5 Previous data did not provide assignments for the basic 

6 Arginine or Lysine residues connecting the BCA peptides 

7 although they had been inferred by analogy with the bovine, 

8 porcine and human proinsulin sequences," citing reference 

9 4. Do you see where I've read? 

10 A. I see that. 

11 Q. And you did, in fact, make that statement in this 

12 

13 

article when you published it in 1977; is that right? 

A. We referred to another 

14 Q. Excuse me, that calls for a yes or no, Dr. Rutter. 

15 A. Excuse me? 

16 THE COURT: Well, it's either in there or it 

17 isn't. You don't need to ask him that. 

18 Q. We'll move on. Would you turn to Exhibit 3180, please. 

19 Do you recognize this as a publication co-authored by 

20 you published in the proceedings of the symposium on 

21 proinsulin, insulin and c-peptide? 

22 A. I do. I assume that's when it was published. 

23 Q. That's indicated on the cover; do you see that? 

24 A. Yes. 

25 Q. Now, would you turn to --



• 

• 

• 

1 

RUTTER-CROSS 
179 

THE COURT: I guess I didn't understand your 

2 question. Would you read his question back, please. 

3 

4 MR. LIPSEY: It might be better just to reask it, 

5 Your Honor. It would be easier. 

6 THE COURT: Well, I think I see what you're 

7 talking about. In other words, he's not listed on the 

8 first page which I would call the cover, but he is -- he is 

9 listed inside. All right, go ahead. 

10 MR. LIPSEY: I was simply trying to establish that 

11 this article was published in the source and he was a 

12 

13 

co-author. 

THE COURT: I know what you were trying to 

14 establish. And I inquire about the cover which does not 

15 include Dr. Rutter's name. 

16 Q. Would you turn, please, I think, I got it if -- maybe I 

17 better make sure. 

18 Just because our record is now confused, Dr. Rutter, is 

19 it correct that what we have here as Defendant's 

20 Exhibit 3180 is an article co-authored by you and published 

21 in the proceedings of the symposium on insulin, proinsulin, 

22 and c-peptide? 

23 A. I assume it is. 

24 Q. Would you turn to Defendant's Exhibit 3029B, please. 

25 Do you recognize this as one of the statements of rejection 
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1 issued by the u.s. Patent and Trademark Office in 

2 connection with what ultimately became your 1 740 patent? 

3 A. I assume it to be. 

4 Q. And would you turn to the page with the Bates number 

5 A000145, and the reference you there cited by the patent 

6 examiner as prior art is that article which we just saw as 

7 Defendant's Exhibit 3180; do you see that? 

8 A. Yes, I do. 

9 Q. And that article occupies pages 20 through 26 in the 

10 publication of proceedings as indicated there by the 

11 examiner; do you see that? 

12 

13 

A. That's what it says. 

Q. Would you turn to Defendant's Exhibit 3126, please. 

14 A. Yes. 

15 Q. Do you recognize this as a publication co-authored by 

16 Dr. Steiner and published in the proceedings of the 

17 symposium on proinsulin, insulin and c-peptide? 

18 A. I do. 

19 Q. I'm sorry. Did you answer? 

20 A. I do. 

21 Q. And by reference to the last page of the article which 

22 shows its last page as 19, you can confirm that this was 

23 the article immediately preceding your own article in that 

24 

25 

symposium; is that correct? 

A. I assume it to be. 
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1 Q. And turning to the first page of text of the article 

2 under the heading Proinsulin and the Proproteins, the 

3 statement is made there, "The primary structure of human 

4 proinsulin (figure 1) is typical of the structure of 

5 proinsulin throughout the entire vertebrate kingdom." Do 

6 you see where I've read? 

7 A. Yes. 

8 Q. And if you turn to the next page you see figure 1 

9 there. And the legend of figure one says, "Covalent 

10 structure of human proinsulin, the regions from positions 

11 31 to 65 is removed to produce insulin from proinsulin." 

12 

13 

Do you see where I've read? 

A. I do. 

14 Q. Okay. Now, you're not aware of any error in the amino 

15 acid sequence for human proinsulin reported in that figure; 

16 is that correct? 

17 MR. NEUSTADT: Objection, Your Honor. Lack of 

18 foundation. I think he's been going through with this 

19 witness asking if he can read certain things here. And I 

20 don't think it's been established that witness ever read 

21 this publication before. 

22 

23 

24 

25 

MR. LIPSEY: Your Honor, we've been relying on 

this publication for years in this lawsuit, and I think 

it's relevant whether Dr. Rutter knows of any errors in it. 

THE COURT: It would be surprising if he hasn't. 
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However, this might be a California practice, I don't know, 

to take an exhibit and read part of it and say or rather 

3 ask the witness if you can read that or if you can read 

4 that that's in there or something. We don't have to do 

5 that around here. 

6 

7 

MR. LIPSEY: I'll try to crisp it up. 

THE COURT: However, if you want to emphasize some 

8 part of the exhibit, after it has been received in 

9 evidence, of course, you can read such parts that you might 

10 think particularly appropriate. 

11 

12 

13 

14 

15 

MR. LIPSEY: All right, Your Honor. That may be a 

more efficient way of doing it. Has Your Honor ruled on 

the objection as to whether the witness can answer the 

pending question? 

THE COURT: It's been so long ago, I forget the 

16 question. 

17 MR. LIPSEY: The question is Dr. Rutter, are you 

18 aware of any error in the amino acid sequence for human 

19 proinsulin reported in figure 1 of Defendant's 

20 Exhibit 3126? 

21 A. Obviously, no. But that doesn't mean that I confirm 

22 the voracity of all those sequences either. 

23 Q. Would you turn to Defendant's Exhibit 3455. Do you 

24 

25 

recognize that as the manuscript for your human insulin DNA 

article ultimately published in Nature and marked by your 
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1 counsel as Plaintiff's Exhibit 97? 

2 A. I assume it to be, if you say so. It looks like it. 

3 Q. Okay, and it would have been your normal practice to 

4 review this manuscript before it was submitted for 

5 publication; is that correct? 

6 A. Absolutely. 

7 Q. Would you turn to page 5 --

8 A. However, reviewing the manuscript is not the same thing 

9 as establishing the position of every sentence. We all 

10 make errors and I make more than most. Let's establish 

11 that from the beginning. 

12 

13 

Q. Would you turn to page 5, please. 

You make the statement there that the primary structure 

14 of human proinsulin agrees precisely with that obtained by 

15 previous amino acid sequencing experiments and you cite 

16 footnotes 2 and 3. Do you see that? 

17 A. Yes. 

18 Q. And footnotes 2 and 3 on page 10 are to the 1976 and 

19 1978 Dayhoff Atlas protein sequencing structure; is that 

20 right? 

21 A. Yes. 

22 Q. In accordance with your normal practice, you would have 

23 

24 

been familiar with those references before you cited them 

in a manuscript submitted to Nature; is that right? 

25 A. Yes, of course. However 



• 

• 

• 

RUTTER-CROSS 
184 

Q. Would you turn to Exhibit 3130? 

MR. NEUSTADT: Objection, Your Honor. 

1 

2 

3 THE COURT: He can explain "however" if he wants 

4 to. 

5 BY MR. LIPSEY: 

6 Q. Go ahead, Doctor. 

7 A. As I've mentioned this morning, it is one thing to 

8 publish an article. It was another thing to establish the 

9 voracity of every single item in the article. 

10 And as I have explained before, it is quite possible to 

11 

12 

13 

publish a scientific article and determine, by some 

chemical method, a set of conclusions which you believe to 

be correct, but they're essentially dependent upon the 

14 voracity of methods used and they can subsequent be changed 

15 or, in fact, fully altered. 

16 Hence, in a case like this when you say "determined" 

17 and it is common practice to refer to the other literature 

18 available and it is not common practice to pick it all 

19 apart. It is only common practice to pick it apart if, in 

20 fact, you have a way to change what has been published 

21 before or in some way to discuss it in significant detail 

22 in such a way that is acceptable to the referees as 

23 something to be discussed in an article. 

24 And I can assure you that if you're publishing a paper 

25 in Nature, they don't want you to discuss every innuendo. 
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They want to get the message cleanly, succinctly, and 

2 that's what we did. 

3 MR. LIPSEY: Your Honor, I'd move to strike his 

4 supplemental answer. It was not responsive to my question 

5 relating to --

6 THE COURT: I'll sustain the --

7 Q. Doctor, would you take a look at Defendant's 

8 Exhibit 3130, please? 

9 A. 31 --

10 Q. 3130. Do you recognize this as the 1976 Dayhoff Atlas 

11 which you were citing in footnote 2 of your manuscript? 

12 

13 

A. It probably is. 

Q. Would you turn to Exhibit 3131, please. 

14 Is that the 1978 Dayhoff Atlas which you were citing in 

15 footnote 3 of your manuscript? 

16 A. I assume it is. 

17 Q. Would you turn to Exhibit 3390, please. 

18 Do you see that this exhibit bears Bates numbers with 

19 the WR prefix? I'm concerned if you're looking at it 

20 sideways that we're not on the same page. 

21 A. Yes. 

22 Q. I'm sorry, may I see your copy? We may not be looking 

23 

24 

25 

at the -- yes, we are. Right here above the stamp that 

says the exhibit stamp, it has a Bates number with a WR 

prefix? 
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1 A. Yes. 

2 Q. Okay, and do you remember in your deposition we 

3 established that those were documents that were found in 

4 your files; do you remember that? 

5 A. Yes. 

6 Q. What we have here as Exhibit 3390 is a copy of the 1976 

7 Dayhoff Atlas which had been found in your files; is that 

8 right? 

9 A. Yes, I assume. 

10 Q. Would you turn to exhibit 3468, please. 

11 

12 

13 

You see here we also have a collection of exhibits 

bearing that WR prefix; do you see that? 

A. Yes. 

14 Q. And do you recall that the three pages we have here 

15 were from a collection of materials in your files 

16 underlying the drafting of the publication which you 

17 ultimately made regarding human insulin eDNA? 

18 A. Yes, I do. 

19 Q. And the second page of the exhibit with the Bates 

20 number 746, those constitute the referee's comments on that 

21 article upon the occasion of its review prior to 

22 publication; is that right? 

23 A. Yes. 

24 

25 

Q. And the referee there indicated that it would be more 

appropriate if specific reference was made to the origins 
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1 of human insulin and proinsulin, amino acid sequences, and 

2 suggested changing reference 3 to the Steiner and Oyer 

3 articles; is that right? 

4 A. That's what it says. 

5 Q. Would you turn to Exhibit 31. 

6 THE COURT: Pardon me just a minute. You lost me 

7 on that last one. 

8 MR. LIPSEY: As you can see on the monitor, Your 

9 Honor, the person to whom the article was sent to review 

10 prior to publication has suggested that the references to 

11 

12 

13 

the human proinsulin amino acid sequence which had been 

given in the manuscript by reference to the Dayhoff Atlas 

should actually have been to the publication of Oyer. And 

14 that was the only point I was trying to establish. 

15 THE COURT: My exhibit 3468 had Nature as 

16 correction of proof. 

17 MR. LIPSEY: There should be a second page to 

18 that, and that should be headed "Referee's comments." 

19 

20 

THE COURT: Yes, okay. 

MR. LIPSEY: That's what's on up on the monitor 

21 right now. 

22 

23 

24 

THE COURT: Well, it isn't, as a matter of fact. 

MR. NEUSTADT: Your Honor, I object to what's on 

the monitor because it doesn't correspond with what's in 

25 the exhibit. There's been an omission. And I have a 



• 

• 

• 

1 

RUTTER-CROSS 
188 

further objection to what's on the monitor. We've never 

2 been given any notice of these. And so what he is putting 

3 up on the monitor we have yet to see. 

4 For example, here the number 2 that you see on 

5 exhibit -- on Bates number WR00746 has omitted the number 2 

6 that appears on the exhibit. 

7 MR. LIPSEY: If I may, Your Honor, the 

8 understanding we had leading up to the pretrial as I 

9 understood it was that we need not exchange, prior to the 

10 trial, documents which were simply representations of the 

11 evidence where there was no new information added. 

12 

13 

And this is a way of conveying fairly concisely what we 

think is relevant out of this document. There's no 

14 substance changed. I offered to exchange these things with 

15 Mr. Neustadt 24 hours before they were used and he 

16 responded that was unacceptable. So I believe it's a 

17 self-inflicted injury. 

18 MR. NEUSTADT: Your Honor, we never had any notice 

19 that he was going to change things. 

20 We told him he could blow up anything he wanted as long 

21 as blow up from the original. Obviously, this exhibit is 

22 not a blowup from the a original. The original has 

23 footnote 2 by Nicole. There's nothing on this monitor that 

24 refers to that. It's an alteration of this exhibit. It's 

25 an alteration that we were not given any prior notice of. 
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The reason we didn't care to see if he blew up was because 

we thought we already had it because he was merely just 

blowing it up. 

THE COURT: Hold on. Are you saying -- let's 

forget what's on the monitor. I don't pay much attention 

6 to that anyway. 

7 Are you saying that in the actual exhibit 3468 on page 

8 2 leaves something out? 

9 MR. NEUSTADT: No, I think this is okay. It's the 

10 monitor. 

11 

12 

13 

14 

15 

THE COURT: I can't find any footnote 2 on page 2. 

MR. NEUSTADT: It would be right here, Your Honor, 

under the text beginning with 2, Nicole. 

THE COURT: Oh, I see. Yeah, okay. 

MR. LIPSEY: In our own defense, Your Honor, we 

16 had a highlighted 3 and by putting a box around it since 

17 that was relevant. If Mr. Neustadt has an objection, if 

18 the Court is not interested in it, we'll just move on. 

19 THE COURT: Yes, let's move on. 

20 Q. Dr. Rutter, would you turn to Defendant's Exhibit 3181, 

21 please. And that, again, is a copy of your --

22 

23 

24 

25 

precedes 

THE COURT: 3181 or 3118? 

MR. LIPSEY: I believe it's 3181. It immediately 

THE COURT: If it's the next one down, it's 3118 
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1 in my book. Oh, I'm sorry. Okay, go ahead. 

2 Q. This, again, is a copy of your Nature article on the 

3 human insulin eDNA which your counsel marked as Plaintiff's 

4 Exhibit 97; is that right? 

5 A. Yes. 

6 Q. And would you turn to the last page of the article. 

7 Do you see there in footnote 3 you did cite the Oyer 

8 and steiner publication; do you see that? 

9 A. Yes. 

10 Q. So you did accept the referee's suggestion for a change 

11 

12 

13 

in that manuscript; is that right? 

A. We certainly did. 

Q. Would you turn to Exhibit 3118, please, Defendant's 

14 Exhibit 3118. 

15 Is this the Oyer and Steiner article which you cited in 

16 footnote 3 of your human insulin eDNA paper? 

17 A. I assume it to be. 

18 Q. And in accordance with your normal practice, you would 

19 have been familiar with its contents at the time that you 

20 cited it; is that right? 

21 A. We're familiar with the contents generally cited, but 

22 it's not a subject on which we want to comment in great 

23 detail in Nature. So if you're asking me to comment as a 

24 

25 

referee on the Oyer paper, that's another matter totally 

than referring to the paper in a Nature article which is 
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suggested by referee. 1 

2 MR. LIPSEY: Your Honor, I'd move to strike that. 

3 Q. My question was whether, in accordance with your normal 

4 practice, you would have been familiar with the content of 

5 the Oyer article at the time you cited it in your human 

6 insulin eDNA paper. 

7 A. Maybe in the most vague way. 

8 Q. Now, when your deposition was taken in August of 1992, 

9 you believed that you had claimed in this article, this 

10 human insulin eDNA article, that this was the first 

11 

12 

13 

accurate determination of the sequence of human proinsulin. 

Do you remember telling me that? 

A. Yes, I believe I do. 

14 Q. And you did not, in fact, make any such statement in 

15 the article; is that right? 

16 A. I don't know if we did, but I'm assuming that your 

17 statement is correct. 

18 Q. And when I pointed out to you in your deposition that 

19 no such statement appeared in the article, you answered, 

20 "Gee, once again, we didn't take care of an opportunity to 

21 clarify what's in the literature." Do you remember giving 

22 me that answer? 

23 A. I might have said that. 

24 Q. And you suggested to me in your deposition that in your 

25 failure to make that claim, you would attribute that to 



• 

• 

• 

RUTTER-CROSS 
192 

1 grace more than lack of interest. Do you remember telling 

2 me that? 

3 A. Well, I would want to talk about attribution, but I do 

4 believe that we make the claim and believe in the claim now 

5 as it exists. And over the period of time without forcing 

6 it on other folks, I think that the data, if you look at 

7 all the data supporting it, you will come to the same 

8 conclusion we do; namely, you know now that proinsulin has 

9 a sequence that we've established. 

10 Q. Do you deny making the statement in your deposition 

11 that you attributed that failure to grace more than to lack 

12 

13 

of interest? 

A. I don't deny it. 

14 Q. And you indicated in your deposition that that was 

15 because there was no way in which you wanted to rub Don 

16 Steiner's nose in any kind of information having to do with 

17 insulin; is that right? 

18 A. I must have made that statement. 

19 Q. would you turn to Exhibit 3029A, please. 

20 THE COURT: By the way, if you have anything else 

21 you want to show on these monitors, I didn't tell you not 

22 to. 

23 

24 

25 

Honor . 

MR. LIPSEY: I was a little gun shy there, Your 

THE COURT: I didn't say I didn't look at them at 
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all. I said I didn't look at them very much. 1 

2 MR. LIPSEY: Well, I've got some coming up here 

3 that I'll flip up. 

4 Q. Okay. Dr. Rutter, do you have Exhibit DX3029A before 

5 you? 

6 A. Yes. 

7 Q. And do you recognize that as the original text of your 

8 patent application leading ultimately to the '740 patent? 

9 A. It probably is. I don't know whether it's the original 

10 one. 

11 

12 

13 

Q. Why don't you take a look at the page with the Bates 

number at the bottom ending with 45 towards the very back. 

A. Which number? 

14 Q. 45. It's almost at the very end of the exhibit, not 

15 quite. 

16 A. Yes. 

17 Q. Okay. That's your signature there; is that right? 

18 A. It is. 

19 Q. And that is affixed to an oath which is on the 

20 preceding two pages; is that right? 

21 A. Yes, it is. 

22 Q. And you read that oath and understood its contents 

23 

24 

before you signed it; is that right? 

A. I probably didn't. 

25 Q. I beg your pardon? 
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1 A. Excuse me? 

2 Q. I'm sorry. I didn't hear you. 

3 A. I signed it. 

4 Q. And it would have been in accordance with your normal 

5 practice to have read and understood the oath before you 

6 signed it; is that right? 

7 A. No, that's not my normal practice actually, so 

8 Q. Were you aware at the time you executed this 

9 application that you were swearing under penalty of fine 

10 and imprisonment that you verily believe that you were the 

11 original first and joint inventors of the invention 

12 

13 

entitled Human Proinsulin and Pre-proinsulin Genes 

described and claimed in the attached specification; and 

14 that you understand the content of the attached 

15 specification? 

16 A. That's correct. 

17 Q. And you did understand the content of the attached 

18 specification at the time you read and filed the patent 

19 application; is that right? 

20 A. I did understand? 

21 Q. The content of the patent application before it was 

22 filed. 

23 A. To the degree that I understood it, I understood it, 

24 yes • 

25 Q. And in fact, if we flip through the patent application, 
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1 we see a number of corrections made to the text. If we 

2 start at the front, for example, there are corrections made 

3 on the page with the Bates number ending 6. Do you see 

4 that? 

5 A. Yes. 

6 Q. And next to the changes there appear the initials of 

7 yourself and all of your co-inventors; is that right? 

8 A. Correct. 

9 Q. And if we flip through the application, we'll see a 

10 number of other such changes appearing in the text, and 

11 each one of those has also been initialed by you and your 

12 

13 

other co-inventors; is that right? 

A. Yes. 

14 Q. In fact, you were the scribe that made these changes. 

15 In other words, the printing in which these changes is made 

16 is yours; is that right? 

17 A. Some of them. 

18 Q. The change on page A000006 in the sentence underneath 

19 Table 1 is yours; is that right? 

20 A. I don't have the numbers. 

21 Q. It's the third page of the exhibit. 

22 A. The third page in? 

23 Q. Of the exhibit, yes. 

24 

25 

A. Read the change? 

Q. My question is simply, that's your printing there where 
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3 Q. Now, the text immediately above Table 1 states, The 

4 amino acid sequence for human proinsulin determined by 

5 conventional techniques is given in Table 1. Do you see 

6 that? 

7 A. Yes. 

8 Q. And no change has been made to that sentence, right? 

9 A. That's correct. 

10 Q. And the next sentence says, In this table the B chain 

11 is amino acids 1 through 30; the C-peptide is amino acids 

12 

13 

31 through 65; and the A chain is amino acid 66 to 86. And 

there's no change in that sentence either; is that right? 

14 A. That's correct. 

15 Q. And in the table, the amino acids at the ends of the 

16 c-peptide are identified as Arg-Arg and Lys-Arg without 

17 editorial change; is that right? 

18 A. That's correct. 

19 Q. And you did, in fact, edit the sentence immediately 

20 after the table which had read, Chemical synthesis of this 

21 sequence of 86 amino acids is not feasible using 

22 conventional techniques, and changed it to read, Chemical 

23 synthesis of 86 amino acids, though feasible, is difficult 

24 conventional techniques. Have I correctly interpreted the 

25 change? 
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1 A. Yes, that's what I said. 

2 Q. Did there come a time after your patent was issued when 

3 you learned that Lilly was suggesting that the very broad 

4 claims of that patent were not patentable because the amino 

5 acid sequence of human proinsulin had been published in the 

6 literature? 

7 A. I don't think that I realized that this was Lilly's 

8 position, but I realized from conversations that this was 

9 one of the issues. 

10 Q. Now, while you were at U.C. you knew a woman named 

11 Marilyn Ziemer; is that correct? 

12 

13 

14 

A. Yes. She worked in my lab. 

Q. And she had a Ph.D.; is that right? 

A. She did. 

15 Q. Would you refer to Defendant's Exhibit 3503. 

16 A. Yes. 

17 Q. This purports to be notes made by Marilyn Ziemer of a 

18 telephone call with you, and the first two sentences of the 

19 notes report, Sequence of proinsulin C-peptide was known at 

20 the time of cloning. Only the pre-sequence was not known. 

21 Do you see where I have read? 

22 A. Yes. 

23 Q. Now --

24 A. However, in this case, the C-peptide does not include 

25 the connecting peptides; nor in fact, in the conversation 
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1 that I had with Marilyn at these times, did we really have 

2 an extensive conversation over the issue of what was and 

3 was not the contribution of that manuscript. So 

4 MR. LIPSEY: Your Honor, I move to strike the 

5 answer as nonresponsive. 

6 THE COURT: His answer is being stricken. Your 

7 counsel will know what questions to ask you on redirect to 

8 give you an opportunity. 

9 THE WITNESS: Okay, thank you. 

10 Q. If we turn back to your patent application, Defendant's 

11 Exhibit 3029A, and turn back to page 3 which we just looked 

12 

13 

at -- do you have that before you? You state there in the 

sentence immediately above the table that the C-peptide is 

14 amino acids 31 to 65. Do you see that? 

15 A. That's what it says. 

16 Q. And in the table amino acids 31 to 65 includes the 

17 Arg-Arg and the Lys-Arg at the ends of the c-peptide; is 

18 that right? 

19 A. The numbering system says that, doesn't it? 

20 Q. In fact, you do not have a present recollection of the 

21 telephone call with Marilyn Ziemer described in Defendant's 

22 Exhibit 3503; is that correct? 

23 A. I do not have a present recollection? 

24 Q. That's right. 

25 A. Well, I do have a recollection that I talked with 
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Marilyn over several occasions frequently in a perfunctory 

2 fashion. 

3 Q. Do you remember the telephone conversation reflected in 

4 this memorandum? 

5 A. Not precisely, no. 

6 Q. And in fact, when I asked you in your deposition do you 

7 have recollection of a telephone call reflected in the 

8 memo, you answered no; is that right? I'm happy to show it 

9 to you. 

10 A. A telephone call? 

11 Q. Reflected in the memorandum which is Defendant's 

12 

13 

14 

Exhibit 3503. Would you like to see this? 

A. I don't -- as I said before, I don't have a precise 

recollection of this call, no. 

15 Q. Now, in the late 1985 time frame, Dr. Kate Murashige 

16 was performing legal services in the patent area for the 

17 University of California; is that your understanding? 

18 A. Yes, I think I remember that. 

19 Q. And as far as you know, Kate Murashige also had a 

20 Ph.D.; is that right? 

21 A. Also? 

22 Q. Had a Ph.D. 

23 A. She did. 

24 Q. And you were aware of the opinion that Dr. Murashige 

25 rendered on the validity of the 1 740 patent when it was 
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1 eventually rendered; is that correct? 

2 A. I was aware of the opinion, that she rendered a 

3 positive opinion. 

4 Q. Would you turn to Exhibit 3509, please. 

5 A. 350 --

6 Q. 3509. 

7 

8 

9 

THE COURT: It's the next one in your book. 

THE WITNESS: I have 3507 which is the last one. 

THE COURT: I'm sorry. By "next one" I meant the 

10 one after the one we've just been talking about. In other 

11 words, it follows 3503. 

12 

13 

THE WITNESS: I've got it. Thank you. 

Q. Now, if you turn to the last page of that exhibit, it 

14 purports to be signed by Kate Murashige; do you see that? 

15 A. Yes. 

16 Q. And back on the first page it purports to be some kind 

17 of a confidential attorney/client communication to Marilyn 

18 Ziemer at the University of California; do you see that? 

19 A. Yes. 

20 Q. And the Re line relates to your '740 patent, although 

21 there's a typographical error in it; is that right? 

22 A. Yes, I assume. 

23 

24 

25 

MR. LIPSEY: Your Honor, I think it is possible to 

associate that docket number 79102 with the docket number 

in some of the other papers, and I'm reluctant to take time 
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to do that. 

THE COURT: I'm reading some things on the monitor 

3 up here, but this says "material redacted" I guess except 

4 for one page; is that right? 

5 MR. LIPSEY: Yes, Your Honor. The history of this 

6 is we filed a --

7 THE COURT: All right. If it's redacted, it's 

8 redacted. 

9 MR. NEUSTADT: Your Honor, I'd like to state an 

10 objection to this. We've not been provided a copy of 

11 what's on the monitor, so we're unable to respond to it. 

It's the first time that we've seen it. 12 

13 MR. LIPSEY: Your Honor, there's only five 

14 paragraphs in the whole document. I think we know what's 

15 in there. I'm happy to take it down off the monitor if 

16 it's offensive to anybody. 

17 May I proceed? 

18 THE COURT: Go ahead. 

19 Q. Dr. Rutter, turning to page 4 and 5 of the opinion, 

20 there's a paragraph which includes the phrase up at the top 

21 on page 5, The amino acid sequence of proinsulin, which by 

22 applicant's own admission, already existed in the art. Do 

23 you see where I've referred? 

24 

25 

MR. NEUSTADT: Objection, Your Honor, lack of 

foundation. I don't think the witness is familiar with 
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this document, is not connected with this document, and 

he's being asked to interpret the document. 

3 MR. LIPSEY: I'm laying the foundation for my 

4 question, Your Honor. The witness testified he's familiar 

5 with an opinion and I wanted to find out if this is the 

6 opinion. 

7 THE COURT: I'm not sure he said that. Let's 

8 start over again as if you were trying to get Defendant's 

9 Exhibit 3509 into evidence. 

10 MR. LIPSEY: Your Honor, Defendant's Exhibit 3509, 

11 if objected to, would come in through the interrogation of 

12 

13 

14 

Kate Murashige who we are told is here. I don't know if 

Mr. Neustadt will have an objection to the offer of the 

document in evidence. Why don't I take the bull by the 

15 horns and offer Exhibit 3509 in evidence at this time. 

16 MR. NEUSTADT: Objection, Your Honor. No 

17 foundation. 

18 THE COURT: Sustained. 

19 Q. Dr. Rutter, you should have a volume of your deposition 

20 from June 3, 1994 before you. 

21 A. Not in Rutter II, not in Rutter I. 

22 Q. No, it should be in that big stack. And if you don't 

23 mind, I'll come and help you find it. 

24 A. Volume II, page 164? 

25 Q. June 3 is the volume. I suspect it's number VI. There 
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1 it is. 

2 And if you would turn to page 1004, at line 17 I asked 

3 you the following question and you gave the following 

4 answer: 

5 "Question: It refers to an informal opinion of Kate 

6 Murashige about the validity of our '740 patent. Do you 

7 recall being aware of any opinion of Kate Murashige on that 

8 topic in this time frame, spring of 1986? 

9 "Answer: I was aware of the opinion of Kate Murashige 

10 when it was eventually rendered. And I think it was in 

11 this time frame I remember meeting in the intellectual 

12 

13 

property office in which Kate discussed her view that the 

patent position, including the '740 patent, was indeed a 

14 much stronger patent than had been recognized." 

15 Do you see that? 

16 A. I do. 

17 Q. Now, simply because our record is a little unclear, 

18 does that refresh your recollection that you were, in fact, 

19 aware of Kate Murashige's opinion when it was ultimately 

20 rendered? 

21 MR. NEUSTADT: Objection, Your Honor. I think we 

22 have to clarify whether he was aware of an opinion that may 

23 

24 

25 

have been discussed as contrasted to this document; that 

he's trying to tie it to this document. 

MR. LIPSEY: My objective, Your Honor, is to ask. 
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1 I have not had an opportunity --

2 THE COURT: I'll sustain the objection because at 

3 least where you started reading there is no -- I don't know 

4 whether this is the opinion or letter that you previously 

5 did not get into evidence, or whether it's something else. 

6 If she worked there, I suppose there was more than one 

7 conversation. 

8 MR. LIPSEY: My objective, I was simply trying to 

9 lay some foundation to ask the witness whether this was the 

10 opinion he was aware of. And if the answer is no, we'll 

11 move on. If the answer is objectionable, I will move on, 

12 

13 

Your Honor. 

THE COURT: You have a witness on 

14 cross-examination. You can ask him leading questions if 

15 you want to. It might save a little time. 

16 BY MR. LIPSEY: 

17 Q. Dr. Rutter, do you recall being aware that it was Kate 

18 Murashige's opinion 

19 THE COURT: That's not a leading question. 

20 Dr. Rutter doesn't --

21 Q. Is it correct that Kate Murashige was of the opinion 

22 that you and your co-inventors had admitted that the amino 

23 

24 

acid sequence of human proinsulin was in the art? 

A. I have no idea about that. I don't believe so, but 

25 maybe. 
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1 Q. Would you turn to Defendant's Exhibit 3280. 

2 A. Turn to 

3 Q. Exhibit 3280. 

4 A. In Rutter II? 

5 Q. Yes. Do you have that document before you, Dr. Rutter? 

6 A. I have it. 

7 Q. And that, too, is an opinion letter from Kate Murashige 

8 to u.c.? 

9 MR. NEUSTADT: Objection, Your Honor. I don't see 

10 any connection that the witness has with this document. So 

11 I object on the basis of lack of foundation. 

12 

13 

Q. Do you recall, Dr. Rutter, that you read this document 

in your deposition? Do you recall reading this document 

14 during your deposition on June 3, 1994? 

15 A. No. 

16 Q. Would you turn to the transcript of your deposition on 

17 June 3, 1994, which you should have before you, and 

18 specifically to page 1009. That was the same volume that 

19 we were just looking in. 

20 Do you see there, starting at line 22, we marked for 

21 identification the May 26, 1987 letter from Kate Murashige 

22 to Valentin Fikovsky which you have before you now as 

23 Defendant's Exhibit 32A? 

24 

25 

A. Yes. 

Q. And I asked you, starting at line 3 of page 1010, "Have 



• 

• 

• 

RUTTER-CROSS 
206 

1 you ever seen a copy of Rutter Exhibit 171 before today?" 

2 And you answered: "I don't specifically recall; however, I 

3 do remember the succinctness of her statement that claims 

4 regarding insulin can be defended very easily; whereas, 

5 those related to growth hormone must rely on a distinction 

6 between hGH and the corresponding rat hormone." And I 

7 asked you, "What do you remember about that?" And you 

8 answered: "That statement leads me to believe that I read 

9 this before." Do you see that? 

10 A. That's what I said. 

11 Q. And this opinion letter, DX3280, stated in the third 

12 

13 

14 

15 

paragraph on the second page that certainly the amino acid 

sequences for the A and B chains and for proinsulin were 

known; is that right? 

A. That's what it says. 

16 Q. Would you turn to Defendant's Exhibit 3521, please. 

17 Have you seen this opinion before? 

18 A. I don't specifically recall. 

19 Q. Do you recall that there came a time when Lilly sent an 

20 opinion on the validity of the '740 patent to u.c. and u.c. 

21 asked Kate Murashige to respond to it? Do you recall that? 

22 A. Do I recall? 

23 Q. Do you recall that there came a time when Lilly sent to 

24 u.c. an opinion that the 1 740 patent was invalid and u.c. 

25 asked Kate Murashige to respond to it? 
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1 A. As I said before, I didn't recall that specific time, 

2 no. 

3 Q. So you have no recollection of reviewing this opinion, 

4 Defendant's Exhibit 3521, at or about the time it was 

5 prepared; is that right? 

6 A. Not specifically, no. 

7 Q. Do you recall reviewing it at any time before today? 

8 A. Not really. 

9 Q. Would you turn to Defendant's Exhibit 3508, please. 

10 The first paragraph of this document reflects u.c. 's 

11 decision to abandon the European counterpart of your '740 

12 

13 

patent; is that right? 

A. That's what it says. 

14 Q. And is it your understanding that -- I gather you don't 

15 dispute the fact that u.c. may have informed you of that 

16 decision at or about the time it was made; is that right? 

17 A. I assume they did, but I'm not sure. I don't recall. 

18 Q. Would you turn to Exhibit 3507, please. 

19 A. Yes, I have it. 

20 Q. This letter in the third paragraph in reference to the 

21 European counterpart of your '740 patent indicates that 

22 Lilly does not want to pursue it primarily because the DNA 

23 sequences for proinsulin were known. 

24 Does that refresh your recollection as to the reasons 

25 for the abandonment of the European patent application 



• 

• 

• 

RUTTER-CROSS 
208 

1 corresponding to the '740 patent? 

2 A. No, it doesn't. 

3 Q. Do you have a present recollection for reasons of the 

4 abandonment of that application? 

5 A. No, I don't at this time. 

6 Q. Now, in your publication describing the human insulin 

7 eDNA, and I'm referring now to Plaintiff's Exhibit 97, a 

8 copy of which is in your book as Defendant's Exhibit 3181, 

9 and perhaps you should turn to that. 

10 A. Same book? 

11 Q. Yes. You describe in that article the nucleotide 

12 

13 

sequence for a single human proinsulin reverse transcript; 

is that right? 

14 A. Yes. 

15 Q. And isn't it true that if you clone a single eDNA copy, 

16 the probability that you've gotten one with a single error 

17 is still possible? 

18 A. Yes. However, in instances like this when you're 

19 dealing with more than one molecule, the possibility that a 

20 population of molecules has an error in a particular site 

21 is extraordinarily low. And that's the reason why in 

22 determinations of sequence and through programs like this, 

23 the precision on the sequence itself is relatively of a 

24 higher order of magnitude. 

25 Q. But you agree you only report a single sequence in your 
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1 article; right? 

2 A. The single sequence is derived from a population of 

3 molecules. 

4 Q. You report the sequencing of a single eDNA clone in 

5 this article; is that correct? 

6 A. That's correct. 

7 THE COURT: We've arrived at the magic hour of 

8 5:00. What is your preference? 

9 MR. NEUSTADT: I'm at the end of a line. I would 

10 love to break for the evening, but I would go forward if 

11 it's the Court's desire. 

12 

13 morning. 

THE COURT: We'll adjourn until 9:00 in the 

14 (Court stands adjourned until 9:00a.m., August 

15 22, 1995.) 

16 

17 

18 

19 

20 

21 

22 

23 

24 

25 


