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1 COFFEY, Q.C. 1 1975/767
2 Q. Commissioner, | have some new exhibits, 2 DR. BANERJEE:
3 please, I'd ask that be entered. They are P- 3 A. That'scorrect.
4 2430 through P-2435 inclusive. 4 COFFEY, Q.C.
5 THE COMMISSIONER: 5 Q. Wheredid you go from there, Doctor?
6 Q. Entered. 6 DR. BANERJEE:
7 EXHIBITSENTERED AND MARKED P-2430 THROUGH P-2435 7 A. My first faculty appointment was at the
8 COFFEY, Q.C.: 8 University of Western Ontario as an assistant
9 Q. Thank you, Commissioner. Registrar, could we 9 professor, starting in, | believe, 1978, and |
10 bring up Exhibit P-2435, please? Doctor, is 10 was there for several years and then moved to
11 this the first page of your curriculum vitae, 11 the University of Toronto, wherel wasfull
12 Doctor? 12 professor, and then at that time, | was also
13 DR. BANERJEE: 13 the head of cancer pathology at Princess
14 A ltis. 14 Margaret Hospital and the Ontario Cancer
15 COFFEY, Q.C.: 15 Institute, and then | moved to British
16 Q. Doctor, I'm not going to take you through it 16 Columbia, where | was head of pathology
17 in detail. 1’'m looking at the last page here 17 department at the B.C. Cancer Agency and
18 onthe paper copy | have, it's page 30, so 18 professor at the University of British
19 we' d be here for quite awhile going through 19 Columbia, and the last 16 months, I’ve been
20 it. 1I’'m going to ask you, please, Doctor, to 20 the Executive Medical Director for the
21 outline for the Commissioner your educational 21 Provincial Health Services Authority
22 and professional background? 22 Laboratories, that includes the Cancer Agency,
23 DR. BANERJEE: 23 Children’s Hospital, Women’' s Hospital, Centre
24 A. Certanly. Somy undergraduate training and 24 for Disease Control and Riverview Hospital in
25 medicine, surgery was at Makarere Medical 25 Vancouver.

Page 6 Page 8
1 School in Uganda. Following that post 1 COFFEY, Q.C.
2 graduate medical education in pathology and 2 Q. Andjustinterms of theyearsinvolved, if we
3 laboratory medicine starting at the University 3 could look to page two, please, that's the
4 of Minnesotaand then | movedto Ottawaand 4 years of your actual professional life after
5 finished my training there, and asyou can 5 your education. Page two, | takeit, Doctor,
6 seeg, the - 6 we pick it up then, your career in 1979, there
7 COFFEY, Q.C.: 7 towards the top of the page, '79to '87, you
8 Q. It'sactualy at page 30. 8 were the Director of the Immunopathology
9 DR. BANERJEE: 9 laboratory, University Hospital, London,
10 A. Sorry? 10 Ontario. '87to’'91, the chief of pathology
11 COFFEY, Q.C. 11 at St. Joseph’s Health Centrein London. *87
12 Q. You'reactualy on page 30 of the - 12 to’91, the Chairman of Cell Biology Division
13 DR. BANERJEE: 13 of Lawson Research Institute, and then from
14 A. Yes, | am. 14 91 through '97, the chief of oncologic
15 COFFEY, Q.C.: 15 pathology and Medica Director of
16 Q. -cv,andyou go right ahead, Doctor. You go 16 Laboratories, Princess Margaret. So I'm
17 right ahead. 17 trying to give the Commissioner some sense of
18 DR. BANERJEE: 18 the years becauseyou referred to Princess
19 A. Andso I finished my residency training in 19 Margaret.
20 Ottawa. |1 did my Royal College Fellowship, 20 DR. BANERJEE:
21 and at the sametime, | did aPhD program at 21 A. Yes
22 the University of Ottawa. So that’s the 22 COFFEY, Q.C:
23 extent of my professional education. 23 Q. You were, in effect, at Princess Margaret
24 COFFEY, Q.C. 24 throughout the 1990s?
25 Q. Soyou would havefinished upin Ottawain 25 DR. BANERJEE:
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1 A. That'scorrect. 1 Brightfield microscopy methods. That is, you
2 COFFEY, Q.C. 2 can use aregular microscope to actualy
3 Q. Towardtheend. Atthe sametime, we go back 3 visualize where the antibodies bind to tissues
4 to the page before, if | could, I’'m just going 4 by using a coloured product at the end of the
5 to--page one, at the bottom of the page, you 5 reaction. Soit would be abrown or red or
6 had moved then by 1994 to 1998, were involved 6 blue product.
7 with the Department of Pathology at the 7 COFFEY, Q.C.:
8 University of Toronto and then from’95 to 8 Q. Thiswould have comein -
9 '99, the Canadian Reference Centre for Cancer 9 DR. BANERJEE:
10 Pathology, the Eastern Division, the Director 10 A. Thiswould be, interms of general usage,
11 and overlapping with that,’97 to 2000, the 11 would have happened during the late’ 70s. So
12 Medical Director Immunology and 12 just after | finished my training as a
13 Immunopathology, the Department of Laboratory |13 pathologist, the early papers beganto be
14 Medicine and Pathobiology at the University 14 published about the use of this method and
15 Health Network in Toronto, and from there, | 15 looking at cancer markers, the earliest being
16 gather, Doctor, you finished up in Toronto in 16 CEA or carcino-embryonic antigen, and that
17 2000, just looking at this, and moved then, in 17 became very interesting to me because until
18 2000, out to Vancouver whereyou described 18 that point, cancer pathology was largely based
19 where you are. 19 on microscopic analysis of routinely stained
20 DR. BANERJEE: 20 sections, by which | mean hematoxylin eosin or
21 A. That'scorrect. 21 H&E stained sections, and all of cancer
22 COFFEY, Q.C. 22 classification is based on morphological
23 Q. Doctor, | takeit then, Doctor, just looking 23 appearance of cancers under the microscope and
24 at your cv, that you' vebeen involved in 24 to thisday, that’s still a correct statement.
25 immunopathology really sincetheend of the 25 However, because of the improvement in
Page 10 Page 12
1 1970s, in one form or another? 1 immunopathology =~ methods, of the
2 DR. BANERJEE: 2 immunoperoxidase method, asit wascalledin
3 A Yes 3 those days, and now immunohistochemistry as a
4 COFFEY, Q.C.. 4 general term, it became possibleto ook at
5 Q. Doctor, could you give the Commissioner, 5 specific proteins that are known to be
6 again, | appreciateit’ll bejust an overview, 6 associated with specific cancer types or cell
7 but an overview of your experience with 7 types.
8 immunopathology in your working lifetime, as 8 So over the early ' 80s, the whole concept
9 to how it’'s evolved over time? 9 of using H&E as the sole method for
10 DR. BANERJEE: 10 classifying cancer changed into H&E plus
11 A. Certainly. Soimmunopathology evolved overa |11 immunohistochemistry which refined our ability
12 long period of time. At the timel was 12 to separate out cancers which were relatively
13 undergoing training, immunopathology was 13 poorly differentiated. The wadl
14 confined to studying auto immune diseases and 14 differentiated cancers are not difficult to
15 kidney diseases and the methodology was 15 identify, but when they're poorly
16 limited to using frozen tissue and 16 differentiated, they lose their appearance
17 fluorescence labelled antibodies to visualize 17 that would allow usto identify the cell type
18 particular proteinsin atissue. However, in 18 and they all start to look very similar, even
19 the late "60sand early ' 70s, certainly in 19 though they’re entirely different cancers, and
20 research labs, people published methods that 20 immunohistochemistry allowed usto actually
21 would alow proteinsto be identified in 21 clearly identify different types of cancer and
22 routinely fixed, i.e. formalin fixed tissue, 22 that’ s been a huge improvement in thetools
23 which until that point was not possible, using 23 available to pathologists.
24 very sensitive methods which were non- 24 So in  immunohistochemistry, the
25 fluorescence based methods. So what we call 25 predominant application is to help us identify
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1 the cell typein adifferent--in different 1 actually negative. Now, you'll say well, it's

2 kinds of cancers, so that you can classify the 2 just waste of money, but it'snot just the

3 cancer more accurately. At the sametime, it 3 cost, because the Herceptindrug isnot a

4 became possible tolook at certain proteins 4 benign drug. It doeshave side effects,

5 which are important in terms of oncologists 5 particularly cardiotoxic side effects. So

6 making a decision about what treatment to use 6 it's not just the cost, but you can actually

7 in agiven cancer and one of the earlier--the 7 harm the patient with no actua clinica

8 earliest examples of that is the hormone 8 benefit. Take the other side of that coin and

9 receptorsin breast cancer. There are many 9 say if it'sa fase negative test, what
10 other proteinswhich are not important as 10 happens? Then you're denying that patient
11 targeted therapies become a standard of care. 11 therapy that she would have been eligible for
12 So Herceptin therapy and, inthe case of 12 and could have benefitted from. So that’san
13 breast cancer, istargeted to one protein, 13 example of why testing has to beof high

14 whichis HER2/neu asit’s called, and the 14 quality.

15 therapy only works if the proteinis over 15 Take estrogen receptors, which has been

16 expressed. So these kinds of tests are now 16 around much longer in terms of our knowledge
17 called predictive tests. Sothey actually 17 of estrogen receptors and the efficacy of

18 tell you whether or not a patient is eligible 18 estrogen receptor blocking agents such as
19 for a particular type of treatment. 19 Tamoxifen. So there again, if the receptor is
20 The degree of accuracy and optimization 20 expressed in the tumour cells, then there'sa
21 of the methods becomes more critical asyou 21 higher chance of that patient responding to
22 use thesetests to actually determine not 22 Tamoxifen. | must point out that thisis not
23 whether a patient has cancer or not, but what 23 a 100 percent relationship because there are
24 kind of treatment is the patient eligible for, 24 patients who are estrogen receptor positive
25 and it becomes very critical to get that 25 who may not benefit from Tamoxifen, for

Page 14 Page 16

1 right. 1'll give you examples of why that is 1 reasons that are not fully understood. One of

2 s0. 2 the reasons iswe have over smplified the

3 I'll start with Herceptin therapy asthe 3 whole issue of estrogen receptors and

4 example. That'sthe prototype for targeted 4 Tamoxifen therapy because there are many,
5 therapy and there are many more targeted 5 actually several estrogen receptor types.

6 therapies being introduced. So it’simportant 6 It's not just one. And most of the antibodies

7 to understand this point. The drug itself is 7 we use currently in labs across the world tend
8 expensive, so it costs-l forget the exact 8 to focuson onetype, whichis the estrogen

9 cost now, but it's something like $43,000 per 9 receptor alpha molecule.

10 patient. It will only work if thetargetis 10 COFFEY, Q.C.:

11 expressed in the patient’s tumour cellsand 11 Q. Asopposed to the beta? In contra distinction
12 thereforeif you have a method which hasa 12 to the beta?

13 high false negative or false positive rate, it 13 DR. BANERJEE:

14 createsa hugedilemma. Number one, let's 14 A. That'sright, and there's the betaand the

15 take a patient who has been tested and was a 15 gamma. There svery little known about gamma,
16 false positive. The oncologist wouldn’t know 16 but certainly some knowledge on beta. And it
17 that. The oncologists depend on the labsto 17 turns out that Tamoxifen is not a

18 tell them whether something is positive or 18 straightforward drug because depending on
19 not. If thelab hasn't optimized the method 19 where the estrogen receptor is expressed, it
20 and validated it, then the potential for false 20 has different effects. If it’s in the breast,

21 positive staining is very high in this 21 it blocks it. If it'sin the uterus, it

22 particular situation. What that will dois 22 actually stimulates the estrogen receptor. It

23 that the patient will then be offered 23 turnsout that the estrogen receptor alpha
24 Herceptin therapy, even though it’ s not going 24 molecule actually whenyou add Tamoxifen to
25 to work, becausethe patient’s tumour is 25 the tumour cedlls, there'sadua effect. One

Discoveries Unlimited Inc., Ph: (709)437-5028

Page 13 - Page 16




July 30, 2008 Multi-Page™ Inquiry on Hormone Receptor Testing
Page 17 Page 19
1 is blocking the receptor, so the estrogen will 1 It'saradio ligand banding assay which looked
2 not have an effect. The other isactually 2 at radio labels estrogen and how it bound to
3 stimulating the receptor, because Tamoxifen 3 the receptorsin breast tissue and that was
4 can do both. Soin an individual patient, one 4 donein biochemistry labs becauseit was a
5 could say that the estrogen receptor response 5 biochemical method and it required frozen
6 to Tamoxifen could be a combination of 6 tissue from the operating room. So the
7 inhibition and stimulation and it could vary 7 pathologist would do aquick section to see
8 with the individual. 8 whether or not there was cancer in the tissue
9 Estrogen receptor beta, on the other 9 removed by the surgeon, and if there wasa
10 hand, is a somewhat different receptor because 10 cancer, they would then take apart of it,
11 Tamoxifen always blocksit. Thereisasmall 11 freezeit, and send it to the biochemistry lab
12 subset of patientswho are estrogen receptor 12 which would then do the test, and it wasa
13 alphanegative, but estrogen receptor beta 13 quantitative test, so actual concentration of
14 positive and in most labs, we are not testing 14 the receptor molecule would be actually
15 for beta, sothere isgoing to bea small 15 reported, and by correlating with response to
16 subset of patients whose ER test may be called 16 Tamoxifen thresholds of positivity that were
17 negative, but actually will benefit from 17 clinically significant were established, and
18 Tamoxifen because they have the betasubtype |18 that was used for several years and the test
19 being expressed. So that’ s something that has 19 tended to be centralized in one particular lab
20 to evolve into standard of practice and hasn't 20 ina particular region. Therewas quality
21 happened yet. 21 assurance program where labswould compare
22 COFFEY, Q.C. 22 their results with one another.
23 Q. And | tekeit that that is still in a state of 23 COFFEY, Q.C.:
24 development or flux? 24 Q. Doctor, just so the Commissioner can get some
25 DR. BANERJEE: 25 background on this, why wasiit -- at the time
Page 18 Page 20
1 A, That'sright, yes. Sonow back to theissue 1 what was your understanding about why the
2 of how well done the immunohistochemistry test | 2 biochemical assay process tended to be
3 has to be for oncologists to be confident in 3 centralized?
4 the result, and the story of estrogen 4 DR. BANERJEE:
5 receptors is quite a long one because 5 A. I'm not sure exactly what led to the
6 initially, it started out asa biochemical 6 centralization policy, but virtually every
7 test, which you' ve all heard about. 7 province went that route, and thisis based on
8 COFFEY, Q.C.: 8 recommendations from the biochemist community
9 Q. SoDoctor, | takeit whenyou started your 9 that would have made that recommendation,
10 training, in particular your residency, was it 10 largely to ensure that the expertise required
11 still estrogen receptor progesterone receptor 11 for that test was available, and if you have
12 testing still done by the biochemical assay? 12 thetest done by multiple labs, | think it
13 DR. BANERJEE: 13 would have been very expensive. The reagent
14  A. That'scorrect. 14 is very expensive. These are radioactive
15 COFFEY, Q.C.: 15 molecules, not easy to handle, etc. So there
16 Q. When you started out in your residency? 16 were several reasons for centralization.
17 DR. BANERJEE: 17 COFFEY, Q.C.
18 A. Yes 18 Q. And they were centralized and there was
19 COFFEY, Q.C.: 19 quality assurance, quality control measures?
20 Q. Perhapsthenif you could take us then through 20 DR. BANERJEE:
21 that? 21 A. Yes, and labshad voluntarily compared their
22 DR.BANERJEE: 22 results with one another to keep the quality
23 A. Sothe biochemica test was adextran and 23 assurance going. So that test evolved. So to
24 charcoal coated test which wasaradioimmuno |24 try and move away from radioactive materials,
25 assay. Wadll, it's not radioimmuno assay. 25 when thefirst monoclonal antibodies were
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1 developed against the estrogen receptor and 1 as aresult, the tumour size and initial
2 progesterone receptor proteins, many of the 2 diagnosis was getting smaller and smaller to
3 biochemical labs switched their methods to 3 the point that some tumours are not actually
4 immuno enzyme assay, which essentially used 4 palpable any more, so you can’t actually feel
5 the antibodies to detect the estrogen receptor 5 a lump, you can only see an abnormal
6 proteinin thecells. They'restill using 6 mammogram, and the surgeon would then have to
7 frozen tissue and solubilizing the estrogen 7 use the mammogram appearanceto decide what
8 receptor protein and using immuno assay to 8 kind of procedure they’ re going to go through
9 actually detect protein concentration. It’'s 9 because there was no obvious lump that could
10 still a quantitative assay. 10 be biopsied. So pathologists then had to deal
11 COFFEY, Q.C.: 11 with these kinds of cases where the location
12 Q. Andthese are still biochemist? 12 of the tumour was uncertain other than the
13 DR. BANERJEE: 13 mammographic abnormality, and that meant that
14 A. Itwastill done by a biochemist because they 14 you couldn’'t just freeze some breast tissue
15 would do other immuno enzyme assays for other |15 and set it for the biochemica test or do a
16 disease categories. What peoplerealized -- 16 frozen section estrogen receptor assay because
17 the oncologistsrealized that therewas a 17 frozen section morphology isnot as good as
18 subset of patients who would not respond to 18 formalin fixed tissue morphology. It's harder
19 Tamoxifen in the expected manner, and we began |19 to interpret. So then people started to think
20 to wonder whether part of the problem waswhen |20 about using those antibodies to actualy
21 you have frozen tissue and you grind it up to 21 detect the protein in formalin fixed paraffin
22 do the biochemical test or theimmuno enzyme |22 embedded tissue, and the earliest papers that
23 test, and realizing that not all tumour tissue 23 were successful in demonstrating the protein
24 is pure tumour, there’s always normal tissue 24 were published in the late 80s and the early
25 around, including normal breast epithelium, 25 90s, but the -- and athough the correlation
Page 22 Page 24
1 that perhaps some of the biochemical results 1 with the biochemical test was pretty good,
2 were based on the presence of normal 2 there was clearly asubset of casesthat did
3 epithelium which would be positive for 3 not correlate. So there may be cases that
4 estrogen receptors, and, therefore, some of 4 would be biochemically positive, but by
5 these women where actually the tumour is 5 immunohistochemistry negative, and it was not
6 negative for estrogen receptors, but the test 6 aways because of the presence or absence of
7 was coming out positive because of the 7 normal tissue, and people began to suspect
8 inclusion of normal tissue inthe materia 8 that the sensitivity of their method wasn't
9 that was being analyzed. So people began to 9 sufficient for immunohistochemistry to be
10 wonder whether they could actually visualize 10 completely reliable. So additional steps were
11 where the tumour cells were and the normal 11 introduced. By then peoplerealized that
12 cellswere by using tissue sections and using 12 formalin fixation tends to stabilize proteins
13 immuno-fluorescence methodology. So the 13 in a particular way by cross linking different
14 initial tissue based issuesin receptor assays 14 parts of the protein cell. The morphology was
15 were immuno-fluorescence assays, they kept 15 good, but the antibody binding sites of the
16 antibodies available from various vendors and 16 antigens would be distorted, and since
17 these then became the standard in the early 17 antibodies bind to proteinsby recognizing
18 80s because you could not visualize where the 18 shape, if you alter the shape of the protein,
19 tumour cells were and where the normal cells 19 antibody may not bind any more. So they tried
20 were, and you could look specificaly at the 20 tofigure out someways of reversing that
21 tumour cells and determine whether they were 21 crosslinking effect of formalin. Initially
22 positive. Further evolution happened because 22 what they used were various enzymes that tend
23 as screening mammography became standard |23 to break proteinsinto smaller pieces, with
24 screening system, the women with breast cancer 24 the hope that as you get the fragmentation of
25 were being diagnosed earlier and earlier. So 25 the proteins, that some of those hidden
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1 antigens where the antibody needs to bind to 1 inter-lab variability in immunohistochemistry,
2 would be exposed and that was successful. 2 particularly with the hormone receptors and
3 However, the -- 3 HER2/neu, thereis still variability even
4 COFFEY, Q.C.. 4 though the methods have been pretty much
5 Q. Is thisthe process we've heard of, this 5 standardized now across theworld. Thenif
6 antigen retrieval ? 6 you consider why there is that variahility, it
7 DR. BANERJEE: 7 probably boils down to two major stepsin the
8 A. Thisisone of the early methods of antigen 8 process. Oneisthe quality of fixation. So
9 retrieval using enzymes. 9 if thetissueisnot fully fixed because the
10 COFFEY, Q.C.: 10 formalin did not penetrate into the centre of
11 Q. Using enzymes, okay. 11 the -- into the tumour mass, then the
12 DR. BANERJEE: 12 possibility of the estrogen receptor being
13 A. Butit was soonredlized that because the 13 lost through diffusion is actually quite
14 enzyme preparations were not consistent from 14 significant. So tissue has to be adequately
15 batch to batch, that there was variation, they 15 fixed. Over fixation doesn't seemto make
16 could never have a perfectly reproducible 16 much of adifference, but under fixation
17 method. Then somebody discovered the antigen |17 definitely has an effect on the quality of the
18 retrieval method using heat, so initialy 18 morphology and the immunohistochemistry
19 using steam and now microwaving or even 19 results. So that’sone thing. The second
20 pressure cooking the sections that are already 20 thing is variability in the antigen retrieval
21 cut and placed on glassdlides, and that 21 method. Even though the method is the same,
22 seemed to work very well, and that’s become 22 the conditions under which the method is used
23 the most commonly used antigen retrieval 23 may vary from lab to lab. For instance, some
24 system now. Even inthe automated systems 24 people still use steam, some people use
25 like the Ventana System, that’sthe basic 25 microwaving, some people use pressure cookers.
Page 26 Page 28
1 antigen retrieval method used. It's not 1 All those introduce variability. The buffer
2 perfect for al types of proteins. In many 2 medium that you'reimmersing the dides in
3 labs, there are certain antigensthat they 3 also has an effect. So these are some of the
4 know would require enzymatic treatment and 4 remaining reasons for inter-lab variability.
5 others would beokay with just the heat 5 It's interesting that the biggest quality
6 treatment. Estrogen receptor proteins are 6 assurance program, which is the United Kingdom
7 detectable after heat treatment quite well and 7 program, has published some dataon their
8 it's quite reproducible. 8 various proficiency testing programs, and
9 COFFEY, Q.C.: 9 looked at variability, and |1 don't know
10 Q. Andwhen would heat treatment have started to 10 whether this particular paper has been
11 come into usage, Doctor, approximately? 11 discussed earlier in the Commission inquiry,
12 DR. BANERJEE: 12 but one of the conclusions was that the
13 A. Probably about the mid 90s that this started 13 biggest reason for variability was the antigen
14 to become widely known, and certainly in the 14 retrieval methodology. When you read through
15 late 90sand early 2000, it was just pretty 15 that paper, there's alittle section inthe
16 standard. What helped is the 16 materials and methods that say that cases
17 immunohistochemistry reagent vendors and the |17 where fixation wasn't optimized and internal
18 manufacturers of automated staining systems 18 controls which are the benign breast epithelia
19 introduced these as standard methodology to 19 cellswere not present or did not stain were
20 improve the consistency of theresults in 20 excluded from that study. | suspect that if
21 different labs. Sothe commercial industry 21 you looked at the true variahility, it would
22 side of this whole system drove that, and for 22 be greater than was what was reported in that
23 good reasons, and improved their 23 paper.
24 reproducibility from lab to lab. Having said 24 COFFEY, Q.C.
25 that, one has to say that if youlook at 25 Q. Than evenwasreported, and that paper was --
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1 do you recall the approximate year, Doctor? 1 COFFEY, Q.C.
2 DR. BANERJEE: 2 Q. Causing potentially the variability.
3 A. Sorry? 3 DR. BANERJEE:
4 COFFEY, Q.C.: 4 A Right. So--
5 Q. Theyear of the paper? 5 COFFEY, Q.C.:
6 DR. BANERJEE: 6 Q. |takeit-- so, Doctor, in that regard then,
7 A I'd say it waspraobably in 95 or '96, 7 are you suggesting that inso identifying
8 something like that. 8 antigen retrieval asthe culprit, asit were -
9 COFFEY, Q.C: 9 -
10 Q. Okay,soitwasinthemid 90s. Thisis before 10 DR. BANERJEE:
11 Rhodes, isit? 11 A. Uh-hm.
12 DR. BANERJEE: 12 COFFEY, Q.C.
13 A. Sorry? 13 Q. They, at least at that point, may have been
14 COFFEY, Q.C.. 14 excluding considering fixation problems?
15 Q. WEe' ve heard references to and seen references 15 DR. BANERJEE:
16 toaDr. Rhodesinthe UK. He published a 16 A. That'scorrect.
17 paper around 2000 -- a series of papers 17 COFFEY, Q.C.:
18 beginning around 2000. Would this be before 18 Q. Andthe utilization of internal controls?
19 that? 19 DR. BANERJEE:
20 DR. BANERJEE: 20 A. Yes
21 A. | think thiswas probably oneof thefirst 21 COFFEY, Q.C.
22 papers from that group, yeah. 22 Q. Asapotentia problem.
23 COFFEY, Q.C: 23 DR. BANERJEE:
24 Q. Andyou'venoted that casesthat might have 24 A. Right.
25 been, for the reasons you' ve indicated, cases 25 COFFEY, Q.C.:
Page 30 Page 32
1 that had apparent problems with fixation? 1 Q. Okay.
2 DR. BANERJEE: 2 DR. BANERJEE:
3 A Yes 3 A. | think the point they were trying to make and
4 COFFEY, Q.C.. 4 emphasize was that the false negative rates
5 Q. Orinterna controls might be an issue? 5 were seen mainly in the cases where the
6 DR. BANERJEE: 6 estrogen receptor concentration was very low,
7 A. Right. 7 and that’s where the main problemslie. So if
8 COFFEY, Q.C.: 8 it'savery high concentration, then | think
9 Q. They were excluded from the study? 9 most labswould call those positive even if
10 DR. BANERJEE: 10 the methods weren't optimized. So that was a
11 A. They were excluded from the anaysisof -- 11 good observation, butl think they lost an
12 that was reported in the paper, but it didn’'t 12 opportunity to address the fixation issues and
13 actually specify how many cases have that 13 the internal control issues.
14 problem. So it would have been interesting to 14 COFFEY, Q.C.:
15 find out. 15 Q. Doctor, in your own experience and the
16 COFFEY, Q.C.. 16 institutions you worked in, when did you first
17 Q. And eventhen there was inter-lab variability? 17 encounter ER and PR analysis using the IHC
18 DR. BANERJEE: 18 method yourself?
19 A. Correct. 19 DR. BANERJEE:
20 COFFEY, Q.C.: 20 A. If | remember correctly, it would have been in
21 Q. Butthey -- inthat context, identifying the 21 the mid 80s that we were doing it by the
22 retrieval method, antigen retrieval method, as 22 frozen section method.
23 being the primary factor? 23 COFFEY, Q.C.
24 DR. BANERJEE: 24 Q. Frozen section.
25 A. That'sright. 25 DR. BANERJEE:
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1 A. Andthen by the early 90s, we had switched to 1 under-utilized technique and it was used
2 -- it would have been around’95/'96 that we 2 mostly large teaching hospital s because we had
3 switched to the formalin fixed paraffin 3 todoit al manually, there were no automated
4 section method. Infact, in my own research, 4 machinery at the time. So there were
5 | had beentrying todo that, at the time 5 dedicated technologists and usually dedicated
6 frozen sections was the standard because we 6 pathologists with oversight of the lab and |
7 realized that you can’'t aways identify the 7 was one of the directors of immunopathol ogy
8 tumour in fresh tissue for reasons I've 8 very early on inmy career. And everything
9 explained before; tumour sizeis very small 9 had to bebasically developed from scratch
10 thesedays. Itwas atough thingto do. 10 because there were no staining kits available,
11 Until the whole methodology evolved and 11 you had primary antibody and immunodetection
12 antigen retrieval became possible and so on, 12 systems all separately sold by the vendors and
13 it was very difficult to do that. 13 you had to put it all together in the right
14 COFFEY, Q.C.. 14 sequence and right concentrations and had to
15 Q. Thiswas back in the days of frozen sections? 15 figure out what was optimal. Then as the
16 DR. BANERJEE: 16 industry grew so there were many vendors for
17 A. That'sright, so methods evolved and one thing 17 antibodies and then the automated staining
18 | haveto emphasize, thisis anever-ending 18 machines began to beintroduced. The market
19 issues, methods will continue to improve, get 19 for the vendors had to expand because the
20 better, new methods are introduced, there's 20 money was to be made on selling reagents and
21 new targeted therapies are introduced, all of 21 there was amuch bigger menu of tests that
22 that means that labs haveto introduce new 22 could be done, et cetera. And with
23 assays for a patient selection and it's 23 automation, it became possible for smaller
24 critica for usto have, I'll use theword 24 hospitalsto start to do these tests and so
25 robust, quality assurance systems across the 25 the centralization of immunohistochemistry
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1 country to make sure that we don't have 1 soon changed to decentralized model across
2 problems like this again. 2 North America, and so hospitals that had very
3 COFFEY, Q.C.: 3 few casesto staininagiven week would be
4 Q. Now, Doctor, just in relation to that because 4 doing immunhistochemistry. And in my various
5 you had referred to the biochemists and 5 positions, tended to be in mostly cancer
6 regionalized centres for conducting the 6 centres, because of central review policies of
7 biochemical assay and they had, your 7 cancer agencies I’ ve worked with, we would see
8 understanding was they had quality assurance 8 the results of these immunohistochemistry
9 measuresin place. 9 preparations from several different hospitals
10 DR. BANERJEE: 10 as part of our review process. And there was
11 A. Uh-hm. 11 clearly quite alot of variability in quality
12 COFFEY, Q.C.: 12 of fixation, quality of staining, et cetera.
13 Q. Who recognized, | gather, acrossthe country 13 So in some ways by making it easy for labsto
14 and perhaps throughout North America. 14 do this procedure, we lost the rigor of
15 DR. BANERJEE: 15 quality assurance and it'svery easy to lump
16 A. Yes 16 immunohistochemistry with other special stains
17 COFFEY, Q.C.: 17 that are normally done in pathology labs, but
18 Q. What happened when the ER/PRtesting moved |18 it's really oversmplification because
19 from the biochemiststo the pathologistsin 19 immunohistochemistry is a very complex
20 relation to quality assurance and kind of 20 reaction between antibody and protein and each
21 generalized standards, as it were, what 21 protein has its own characteristics in whether
22 happened? What was your - 22 it responds to formalin in a particular way or
23 DR. BANERJEE: 23 responds to heat antigen retrieval in a
24 A. Well initidly it remains centralized because 24 particular way, al that has to be worked out
25 immunohistochemistry was dtill relatively 25 very carefully andit’s often difficult to
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1 have one protocol for everything. And smaller 1 there’'s been so much degradation of the

2 labs may not have the time or the expertise to 2 protein that you cannot demonstrate it. So,

3 figure that out, so they go by what the 3 that remains a problem and | think if you look

4 manufacturer says and in experienced labs, we 4 at the recent literature on thingslike, you

5 use the manufacturer’s data sheet as just a 5 know, central lab results versus referring lab

6 starting point, that's not the protocol we 6 results and different cancer bio-markers. A

7 would use because, as| said, those proteins 7 good study came out, | can’t remember the

8 are very sensitive to fixation conditions and 8 year, | think it was 2005 in the journal of

9 fixation is quite variable from lab tolab. 9 the National Cancer Institute which showed
10 Tissue processing itself isquite variable, 10 that if labsonly did afew cancer casesa
11 even the morphology would look variable for 11 month and this was the HER2/neu protein assay
12 the same reasons and therefore, itis not 12 for Herceptin therapy, that their error rate
13 appropriate for any labto just to take the 13 was quite significant compared to thelarge
14 manufacturer’ s protocols and say this is what 14 central labs, which did several hundred cases
15 they say you should use and expect it to work 15 amonth, so that tells you that, you know, you
16 because it will not. 16 have to see enough cases to be able to
17 COFFEY, Q.C.: 17 actually judge whether or not your technique
18 Q. | takeit there’'s an outside chance it might, 18 isworking properly. If youdon't seealot,

19 but generally it would not. 19 then you don’t see those patterns, you don’t
20 DR. BANERJEE: 20 observetheir trendsor drifts. Sometimes
21 A. Right. 21 from batch to batch, reagents don’'t work as
22 COFFEY, Q.C. 22 well and you have to correct for that, so
23 Q. Youwould haveto tweak it in some way. 23 those are the nuances of immunohistochemistry
24 DR.BANERJEE: 24 that only very experienced technologists fully
25 A. Yeah, you'd have to set up the protocol for 25 understand and the supervising pathologist
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1 your own lab, which isnot difficult, it's 1 fully understands. Beyond the technique,

2 time consuming. 2 there's the interpretation bias, inter-

3 COFFEY, Q.C. 3 observer variability in how we interpret

4 Q. Doctor, could | have you repeat that? 4 results. So that interaction between the

5 DR. BANERJEE: 5 pathologist and the technologist iscritical

6 A. It'snot difficult, it'stime consuming, so 6 in thisarea. For every protein, you're

7 the effort required is quite significant and | 7 looking for used controls, so you could use

8 guess over the yearsmost labs have not kept 8 external controls and internal controls.

9 up with their workload, so in terms of 9 External controls are tissues from a different
10 staffing and all of that because of financial 10 patient which have been fixed differently and
11 constraintsin the system, so the amount of 11 processed differently in adifferent time, et
12 time available for people to work up a method 12 cetera.

13 islimited. So that’sabig challenge for all 13 COFFEY, Q.C.:

14 of us, but to go back to that whole issue of 14 Q. Than the patient’ s tissue?

15 not simplifying the complexity of 15 DR. BANERJEE:

16 immunohistochemistry, | think the vendorshave |16 A. That'sright, so internal controlsare good in
17 unfortunately created a false sense of 17 terms of making sure your staining is working,
18 confidence amongst all clinical labs saying if 18 but it doesn’'t necessarily tell you whether a
19 you buy our machine, buy our reagents, it's 19 negative result in a patient is a true

20 goingto work. And ingeneral, it'strue, 20 negative result.

21 however if you haven't optimized your, the 21 COFFEY, Q.C.

22 initial steps that you go through in terms of 22 Q. Thatisexternal controlsdon’'t necessarily do
23 fixation, processing and so on, no matter how 23 that.

24 good your immunohistochemistry techniqueis, |24 DR. BANERJEE:

25 there' s going to be a subset of patients where 25 A. That'sright because the two tissues have been
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1 processed from different days and perhaps the 1 fixed tissue or if there was no normal
2 fixation was not identical, et cetera. 2 epithelium in thetumour section we were
3 COFFEY, Q.C.: 3 staining, then we would seek another block
4 Q. Sothey would have been fixed at, obvioudly, 4 which had some normal tissue from the same
5 different times. 5 patient, so you could then compare the
6 DR. BANERJEE: 6 internal controls with the tumour. There are
7 A. That'sright. 7 situations where there is no normal tissue to
8 COFFEY, Q.C.: 8 look at becauseit’s asmall biopsy, like core
9 Q. Theexterna control, the patient whose tissue 9 biopsies, whatever, and in that situation if
10 ended up asthe external control was probably 10 the test is negative, one hasto be cautious
11 dealt with, fixed ayear, six months, maybe 11 about caling it atrue negative, so we would
12 years ago. 12 normally report it as not interpretable
13 DR. BANERJEE: 13 because of the lack of internal controls, or
14 A. Could be amuch older case. 14 of theinternal control is negative, we would
15 COFFEY, Q.C.: 15 simply look at other blocksto try and get a
16 Q. Andit wasfixed andthen it went through 16 better fixed example from the same patient.
17 tissue processing at a different time. 17 If that fails, we would then have to question
18 DR. BANERJEE: 18 how the tissuewas processed and in our
19 A. Yes andin genera labswill pick external 19 organization since we are areference lab for
20 controls from a case that stained beautifully, 20 many other hospitals, we see that fairly
21 right, so lots of protein in that tissue and 21 frequently, fixation related problems in
22 then you're comparing it with another 22 immunohistochemistry and so on. Our staining
23 patient’s biopsy which might havea lower 23 protocols are optimized for other people’s
24 protein concentration and if your method is 24 blocks. If you optimizeit just on our own
25 not optimized, you could have afalse negative 25 processed tissue, we would probably have alot
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1 and even know about it. 1 of false negatives, so we haveto tweak the
2 COFFEY, Q.C.: 2 system to make it more sensitive to deal with
3 Q. Soyou'resaying then externa controlsthen 3 blocks that come from other hospitals.
4 hasits usage, but beyond external controls, 4 COFFEY, Q.C.
5 isit important to - 5 Q. That may--that are not aswell fixed asthe
6 DR. BANERJEE: 6 blocks that would come from internally.
7 A. Sotheother control | would look for isan 7 DR. BANERJEE:
8 internal control, so certain proteins 8 A. Orif thefixationisfine, there's something
9 expressed in normal cells, they’ re not unique 9 different about their tissue processing
10 to cancer cells, so you'dlook for those 10 protocol, | would have situations where blocks
11 normal cells and make sure they’re staining 11 from one particular hospital would never work
12 appropriately, so estrogen receptor is a good 12 for aparticular test until | started to ask
13 example, which is expressed by normal breast 13 guestions about, so why the morphology is
14 epithelium, so it should always be positive. 14 great, fixation looks okay, why isit not
15 The intensity may be different from the tumour 15 working? And it turned out that in the tissue
16 cells because some tumour cells actually make 16 processor they were using a dightly different
17 more of the protein than norma cells; 17 set of chemicals from the standard that was
18 however, if theinternal controls are there, 18 used elsewhere. So these are things that good
19 so normal breast epithelium was therein the 19 technologists have to figure out as a
20 section and it is negative, then if the tumour 20 troubleshooting exercise.
21 is negative, there’'s no way of concluding that 21 COFFEY, Q.C.
22 thisisatrue negative because there may be 22 Q. | take it that requires them to have a
23 other reasons why the stain was negative. So 23 significant level of knowledge about the
24 the situation like that, we would have to ook 24 theory of what they’ re doing?
25 for adifferent block which had maybe better 25 DR. BANERJEE:
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1 A Yes 1 out casestogether, to usea double head
2 COFFEY, Q.C. 2 microscope, we'd be looking at the same slides
3 Q. Andthat would requirethe timethat they 3 simultaneoudly. So, if you're looking at the
4 could devote to that. 4 immunohistochemistry preparation, then | would
5 DR. BANERJEE: 5 talk about, particular junior residents who
6 A. Yes and they would haveto investin the 6 are seeing it for thefirst time, how do you
7 education of those people, have reference 7 approach analysing this? What do you look
8 books, good workshops and so on, compare their | 8 for? How do you troubleshoot something that
9 slides with other labs and so on. 9 didn't work or if there's too much non-
10 COFFEY, Q.C.: 10 specific staining background, how do you
11 Q. Doctor, the idea of utilizing interna 11 recognize that? And how do you correct it by
12 controls for estrogen receptors and | take it 12 discussion with the technol ogists?
13 that is equally true for progesterone 13 So, internal controls, it'sa genera
14 receptors aswell, you'd utilize internal 14 rule because amost every tumour marker we
15 controls. 15 look forin cancer is not unique to the
16 DR. BANERJEE: 16 tumour. It'samarker of the cell of origin.
17 A. Yes 17 So, norma cellsfor which these cancers
18 COFFEY, Q.C.: 18 develop, become malignant, will also express
19 Q. Utilizing the 1HC method, by what point in 19 this protein, not necessarily at the same
20 time would you have been aware that that was 20 concentration, but any particular marker
21 important, to utilize internal controls if 21 you're looking for, there’sbound to be some
22 you' re doing an ER/PR by IHC? 22 normal counterpart in that tissue that should
23 DR. BANERJEE: 23 be positive. So, you look for that because
24  A. | think basicaly whenwe first set up the 24 that's the best indicator that the test
25 methodology even with thefrozen sections, 25 actually worked.
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1 that would be the standard. 1 COFFEY, Q.C.
2 COFFEY, Q.C: 2 Q. Theprocessyou'reusing.
3 Q. That would be back in the frozen section days. 3 DR. BANERJEE:
4 DR. BANERJEE: 4 A. That'sright. The other thing you look for is
5 A Yes 5 cells that should not be expressing their
6 COFFEY, Q.C.: 6 protein in normal cells. If they are
7 Q. And certainly by the time paraffin blocks came 7 positive, then you' d question the specificity
8 along. 8 of your test. So, those are some of the clues
9 DR. BANERJEE: 9 welook for inany sidethat we'relooking
10 A. Yes 10 at. So,if there's excessive background
11 COFFEY, Q.C.. 11 staining, something could look positive, just
12 Q. Now, Doctor, you have indicated that, just in 12 because of non-specific staining and I’ ve seen
13 passing you said that you' ve, of course, been 13 examples of that from many labs, where they’re
14 associated with certain universities, medical 14 not paying attention to that particular issue
15 programs which suggest to me that throughout 15 and that leadsto thefalse positive test.
16 your career you have taught residents? 16 False negative tests are again not just
17 DR. BANERJEE: 17 estrogen receptors, but any particular tumour
18 A. Yes 18 bio-marker we're looking for, if the normal
19 COFFEY, Q.C.: 19 counterpart of the tumour cell is not
20 Q. Theutilization of internal controlsfor the 20 expressing the protein then your method is not
21 purposesyou've just described, is that the 21 sensitive enough.
22 sort of thing that you would teach a resident 22 COFFEY, Q.C.
23 who was on your rotation? 23 Q. Notexpressingit inthesenseof thedide
24 DR.BANERJEE: 24 that you’'re looking at, it's not apparent in
25 A. Yes, so the way weteach residentsiswe sign 25 that normal tissue.
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1 DR. BANERJEE:

1

Page 51
or would have generally been amongst your

2 A. That's correct. And thenyou immediately 2 colleagues, an understanding of the importance
3 question the sengitivity of the method. And 3 of internal controls?

4 it can be optimized. | would teach residents 4 DR. BANERJEE:

5 you can make anything look positive with 5 A. It'shard to pinpoint that. | think -

6 immunohistochemistry and it can all be 6 COFFEY, Q.C.

7 completely non-specific if your conditions are 7 Q. And | appreciate becausein your world you're
8 not right. 8 very--that isyour world, in particular. |

9 COFFEY, Q.C. 9 just ask youto reflect upon, for example,

10 Q. Butthat would be not appropriate, | take it, 10 your dealing with regional hospitals because
11 you' re saying you can do it, but, of course, 11 you've worked in reference hospitals,

12 it's not appropriate. 12 reference centres. The idea of encountering
13 DR. BANERJEE: 13 pathologists who were not familiar with were
14 A. Yes, s0 you have to recognize where the 14 apparently alert to the utilization of

15 positivity should be - 15 internal controls. How far back would you
16 COFFEY, Q.C. 16 have to go?

17 Q. Andwhereit should not be. 17 DR. BANERJEE:

18 DR. BANERJEE: 18 A. | would say that the problem still exists. It

19 A. - and whereit should not be. 19 al depends on the experience of the
20 COFFEY, Q.C. 20 individual and whether or not thelabis set
21 Q. And adjust your approach in the methods 21 up so that there isoversight by a single
22 accordingly. 22 individual and dedicated technologists. So,
23 DR. BANERJEE: 23 al of those variables play a role here. If
24 A. That's right. So, that's why | was 24 you're in a situation where you’ ve a practice
25 emphasizing the external controls are good in 25 where no pathologist has responsibility for
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1 terms of making sure every run is appropriate, 1 the immunohistochemistry lab, then the risk of
2 but it’s not sufficient. Y ou have to look at 2 these thingsnot being paid attention to,

3 the internal controls. 3 attention to detail is very high becausein a

4 COFFEY, Q.C. 4 busy practice you're trying to get your work
5 Q. And Doctor, your understanding of that would 5 done asfast as possible. So, you may tend to

6 go back to, well, what era, in terms of 6 gloss over detailslike that, whereasif you

7 decade? Would it be’'80s, '90s? 7 were responsible for that service, the

8 DR. BANERJEE: 8 professional overseeing that particular

9 A. Yes well in a way because my research 9 section of the lab, then it would be your job
10 involved these technologies that, you know, | 10 to make sure that each slide that goes out was
11 had to do all the work myself in my research 11 of high quality.

12 lab anyways, it'sagreat way to learn about 12 COFFEY, Q.C.

13 each of these proteins. So, in some ways | 13 Q. And| takethat if they were being interpreted
14 was perhaps more attuned to that with those 14 by other pathologists, that those pathol ogists
15 kinds of problems than the average 15 were aware of what they should be doing -

16 pathologist. 16 DR. BANERJEE:

17 COFFEY, Q.C. 17 A. Right,sol would haveto say when we first
18 Q. Throughout the profession of pathology, the 18 got started in the whole business of

19 realization of the potential significance of 19 immunohistochemistry and | was the--in 1979 |
20 internal controls, for example, in ER and PR 20 was the Director of Immunopathology for
21 testing, and fromyou perspective, and | 21 University Hospital. It was very clear that
22 appreciate you' ve worked in Ontario for quite 22 very few pathologists actualy fully
23 aperiod of timein the’90s and then in 23 understood how to interpret those slides. And
24 British Columbia, what's your understanding or |24 so the policy that | would look at every slide
25 sense of when there was, kind of, generally, 25 that went out of that lab to make sure things
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1 were okay. And over time, you know, because 1 A Yes
2 we had always discussed cases, rounds and have 2 COFFEY, Q.C.
3 seminars for the residents, the other 3 Q. Deding with your contemporaries or more the
4 pathologists would be there and over time 4 point, people who are senior to you interms
5 everybody sort of came up to speed on how to 5 of, as a pathologist.
6 interpret these things and know what to look 6 DR. BANERJEE:
7 for and so on and so forth. It was also very 7 A Yes
8 clear that in those early days there was alot 8 COFFEY, Q.C.
9 of scepticism from pathologists about 9 Q. They'dbeentrainedin earlier days.
10 immunohistochemistry because they were so used |10 DR. BANERJEE:
11 to just looking at H&Es and making a 11 A. Oneof my senior colleagues called it immuno-
12 diagnosis. 12 mythology.
13 COFFEY, Q.C. 13 COFFEY, Q.C.
14 Q. So, thiswould beback through, aswe go 14 Q. Mythology, okay.
15 through the ’ 80s? 15 DR. BANERJEE:
16 DR. BANERJEE: 16 A. Because hedidn't believe it; things have
17 A. Yes. So, worldwide there was, actually, alot 17 changed.
18 of resistance to this technology being 18 COFFEY, Q.C.
19 introduced. And people eventually realized 19 Q. Doctor, | point out, eventoday, | takeit,
20 that the H& E stain was not adequate for cancer 20 that you would understand that there would be
21 diagnosis, particularly poorly differentiated 21 pathologists that you might encounter or
22 tumours and some of the British publications 22 pathologists work that you might encounter
23 intheearly days, ’70s, from | think David 23 where it was apparent that they did not fully
24 Mason and his group published a wonderful 24 appreciate, for example, theimportance of
25 paper that went and looked at a hundred cases 25 internal controls for certain of these IHC
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1 of poorly differentiated tumourswhich had 1 jprocesses.
2 been classified as poorly differentiated 2 DR. BANERJEE:
3 carcinomas, melanomas and lymphomas, et cetera 3 A Yes
4 and used immunohistochemistry to re-classify 4 COFFEY, Q.C.
5 then and found a huge error ratein H& E based 5 Q. AndDoctor, | takeit then apathologist who
6 diagnosis, 40 - 60 percent being completely 6 is being trained today, for example, in your
7 wrong. 7 institution, you would expect to be exposed to
8 COFFEY, Q.C. 8 that.
9 Q. Andthiswould be back approximately what time 9 DR. BANERJEE:
10 frame? 10 A. Yes.
11 DR. BANERJEE: 11 COFFEY, Q.C.
12 A. Wadll, those were retrospective cases - 12 Q. Butwerethereany particular pathologists who
13 COFFEY, Q.C. 13 graduated years ago was exposed to, it would
14 Q. Yes, but his paper would have been published 14 be function of their actual training and/or
15 approximately when? 15 their curiosity interms of looking at the
16 DR. BANERJEE: 16 literature.
17 A. Probably thelate’ 70s. 17 DR. BANERJEE:
18 COFFEY, Q.C. 18 A. Right, it's acombination of thetwo. So,
19 Q. Okay. So, andthisis, Doctor, in terms of 19 you're training program would train you what
20 your accounting for the Commissioner, your own 20 the standard of the day was, but as you
21 kind of experienceas you went from the 21 practice as a professional, you haveto keep
22 beginning of your career and progressed, being 22 up with what goeson inthefield and that
23 responsible for immunohistochemistry in your 23 keeps changing.
24 particular location. 24 COFFEY, Q.C.
25 DR. BANERJEE: 25 Q. And, inparticular | take it, inrelation to
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1 immunohistochemistry, it has changed 1 the technology of the day. Use avariety of
2 significantly over the past two decades. 2 controls and good ideato correlate with Mount
3 DR. BANERJEE: 3 Sina". And he's noted here, "Ventana
4 A. Intermsof the spectrum of moleculesyou can 4 provides standardization and reproducibility".
5 detect by the method, it’s enormous, grown 5 | appreciate, Doctor, these are just sSimply
6 hugely. 6 some handwritten notesand | just bring them
7 COFFEY, Q.C. 7 to your attention because it is, asfar asl
8 Q. AndDoctor, I'm going to return, I hope, to 8 can tell, | believe the first note of a
9 that whole subject alittle bit later, but | 9 contact with yourself, August 2.
10 understand that in the past you'd been 10 DR. BANERJEE:
11 involved with the Canadian Association of 11 A. Right.
12 Pathologists. 12 COFFEY, Q.C.
13 DR. BANERJEE: 13 Q. Doctor, what do you recall about your initial
14 A Yes 14 contact with Dr. Cook which ended up inyou
15 COFFEY, Q.C. 15 coming to St. John's?
16 Q. Andyou have been involved with the executive |16 DR. BANERJEE:
17 and, in fact, had served as the president. 17 A. So,what | recall was clearly he was concerned
18 DR. BANERJEE: 18 about the conversion rates between the old
19 A. That'scorrect. 19 technique and the Ventana based method. And
20 COFFEY, Q.C. 20 my initial thought was there was something
21 Q. As well | understand that you had met a 21 wrong with the Ventanamethod optimization
22 gentleman named Dr. Donald Cook. 22 because Ventana instruments were being
23 DR. BANERJEE: 23 purchased by several hospitals during that
24 A. Yes. 24 time and had seen the results of their
25 COFFEY, Q.C. 25 immunohistochemistry procedures.  And
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1 Q. How did you know Dr. Cook? 1 initially if you just went with whatever the
2 DR. BANERJEE: 2 manufacturer tells you to use because thisis
3 A. | think probably when | joined the executive | 3 amost afully automated system where the re-
4 got to know him. I'd known about him before 4 agents are already pre-diluted. So, there's
5 because he was a member of the association. 5 very little modification required by the
6 COFFEY, Q.C. 6 technologists. But in general, | was noting a
7 Q. Andif we could bring up, please, Exhibit P- 7 lot more background staining with that system
8 1992. Now, Doctor, these are handwritten 8 because of the detection methodology was
9 notes of Dr. Cook and here he notes that, on 9 different from the bAko methods. And so my
10 Tuesday, August 2nd, 2005 at about 5:30, that 10 initial thought was that possibly seeing alot
11 would be local St. John's time, | takeit, 11 of cytoplasmic staining and calling that
12 he’ s contacted you, | gather, by phone. He 12 positives, something like -
13 writes, "given range of our figure Diponkar 13 COFFEY, Q.C.
14 feelswe arein the range, may have a problem 14 Q. IntheVentana
15 with the Ventana being too sensitive; may not 15 DR. BANERJEE:
16 have a problem with the old methodology, 16 A. That'sright. So, that was my first immediate
17 stressed the need for quality assurance and 17 reaction, that maybe it hasn’t been optimized.
18 proficiency testing program. And agood idea 18 They’ve just started to use the Ventana system
19 to correlate with Mount Sinai and set up 19 and maybe they’re just getting non-specific
20 proficiency testing program with them. A bit 20 staining and maybe the DAKO system wasfine.
21 concerned about us reporting negatives'. 21 So, that was my initial, sort of, reaction,
22 Something "when negative interna controlsand |22 but as| wastalking to him and the issue of
23 may suggest test invalid”. He says, "don’t 23 internal controls came up and the fact that
24 admit to"--he notes you assaying, "don’'t 24 tests that were being reported without
25 admit to error with the old system asit was 25 consideration that the internal controls have
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1 to be positive concerned me. Andthen | 1 COFFEY, Q.C.
2 started to wonder about other reasons why, 2 Q. Andthen you responded by saying, "Hi Don, |
3 that may be less than optimal staining 3 look forward to the site visit". So, | take
4 protocol. Wewere definitely using a DAKO 4 it, Doctor, really within the day of contact
5 system ourselves. We'veused it for many 5 with Dr. Cook, you'd arranged the timeframe
6 yearsand there’sbeen no problem with it. 6 and -
7 So, | was quite sceptical about the DAKO being 7 DR. BANERJEE:
8 blamed as the culprit because it didn’t make 8 A. That'sright.
9 sensetome. Andsol said, you know, don’'t 9 COFFEY, Q.C.
10 jumpto that conclusion yet and let me come 10 Q. -theother considerations. Doctor, | refer
11 and take alook at these dlides because | 11 you then to Exhibit P-1969. And here, Doctor,
12 hadn’t seen their dides before. And then | 12 actually let me go to page two first; thisis
13 might be able to figure out what was going on. 13 acouple of eemails. The first one from Dr.
14 COFFEY, Q.C. 14 Cook, at the bottom there, indicates, "I'm
15 Q. So, don’t jump to what conclusion? 15 assuming everything isstill ago for your
16 DR. BANERJEE: 16 visit to St. John's in review of our
17 A. That there's something wrong with the DAKO 17 immunohistochemistry service”" and he asks you
18 system. 18 togivehima call. Andthenthe same day,
19 COFFEY, Q.C. 19 later the same day, you respond with your
20 Q. Becauseyour own institution was utilizing 20 travel arrangements and where you're staying
21 that technology, the DAKO, and others. 21 and you then indicated, right here, "for my
22 DR.BANERJEE: 22 sitevisit, | will needto review any lab
23 A. It'sbeing used by several institutions, Mount 23 procedure manuals and arandom selection of
24 Sinai included. 24 IHC slides before and after switching to the
25 COFFEY, Q.C. 25 Ventana platform, including positive and
Page 62 Page 64
1 Q. So,youindicated that you would cometo St. 1 negative control slides, not just for ER and
2 John’s. 2 HER2/neu, but all antibodies on your menu. If
3 DR. BANERJEE: 3 you have cases stained with both old and new
4 A, Um-hm. 4 methods on the same block, those would be
5 COFFEY, Q.C. 5 helpful aswell”.
6 Q. If wecouldlook, please, at Exhibit P-1979. 6 Doctor, why was it then, just so the
7 Now, Dactor, these two e-mails of August 3rd, 7 Commissioner understands, because you had been
8 2005, Dr. Cook’ sfirst one, the bottom of the 8 consulted really, initially, about the ER/PR.
9 page here. 9 DR. BANERJEE:
10 DR. BANERJEE: 10 A. Um-hm.
11 A. Right. 11 COFFEY, Q.C.
12 COFFEY, Q.C. 12 Q. Youdbeentold by Dr. Cook, | takeit, that
13 Q. Hewrites, "l certainly appreciate you coming 13 had these number of retests and conversions.
14 to St. John’'s to review our 14 DR. BANERJEE:
15 immunohistochemistry lab during the dates of 15 A. Yes
16 September 15th to the 16th, 2005. We will 16 COFFEY, Q.C.
17 reimburse you for the costs. We'll keepin 17 Q. Hadhe toldyou at the time why there was
18 contact regarding the information you will 18 retesting in the beginning and what had
19 need". And he does refer to your consultation 19 occasioned the retesting? Do you recall that?
20 fee and | do want to note that I’m not going 20 DR. BANERJEE:
21 to refer to it after, but in fact, you 21 A. Irecall thediscussion around the initial
22 subsequently did waive your consultation fee, 22 patient that let to this whole investigation
23 didn't you? 23 and the fact that they were going to retest
24 DR. BANERJEE: 24 other cases as well. | didn't know
25 A, ldid 25 necessarily the extent of the retesting in
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1 terms of the numbers at that time. 1 following the manufacturers instructions for
2 COFFEY, Q.C. 2 staining.
3 Q. Youjust understood that there were a number 3 COFFEY, Q.C.
4 of conversions. What they had retested, 4 Q. Andwhy wouldit beimportant to know the
5 there’ d been a number of conversions. 5 answer to that.
6 DR. BANERJEE: 6 DR. BANERJEE:
7 A. That'sright. 7 A. Wdll, you know, | explained earlier, if you
8 COFFEY, Q.C. 8 just take the manufacturers protocols, they
9 Q. Andwhy then, Doctor, in kind of finalizing-- 9 may not necessarily work in your lab because
10 because you' d be coming later, in fact, that 10 there are other variables to correct for it.
1 week--the week of September 12. You weren’'t |11 COFFEY, Q.C.
12 just goingto limit yourself to ER/PR or 12 Q. And what did you, in fact, find in that
13 HER2neu dlides. You wanted a wider 13 regard?
14 selection. Why isthat? 14 DR. BANERJEE:
15 DR. BANERJEE: 15 A. Ifound, in general, again, I'm going to be
16 A. So,what | was hoping to look for is some kind 16 fairly general, the DAKO system tended to have
17 of pattern of non-specific staining or false 17 lower intensity staining no matter what you
18 negative staining as a result of some lack of 18 looked for.
19 optimization and methodology, particularly in 19 COFFEY, Q.C.
20 the detection system side which would be 20 Q. Probablyif I could, I’ll be visiting that,
21 similar, no matter which particular protein 21 I’'mjust asking about the laboratory, were
22 you were looking for. So, instead of looking 22 they using the spec sheetsasit were or -
23 just at ER/PR and HER2, | wanted to ook at 23 DR. BANERJEE:
24 the full spectrum of what they did and just 24 A. Actualy wedidn’t get into that.
25 kept that view of what the problem might be 25 COFFEY, Q.C.
Page 66 Page 68
1 dueto. 1 Q. Okay.
2 COFFEY, Q.C. 2 DR. BANERJEE:
3 Q. Andthiswas inrelationto Ventana stained 3 A, | don'trecall having seen any lab manuals at
4 dides, | takeit. 4 the time of the visit.
5 DR. BANERJEE: 5 COFFEY, Q.C.
6 A. Yes 6 Q. That’'swhat | wasgoing to ask you because you
7 COFFEY, Q.C. 7 had asked to see laboratory or lab procedure
8 Q. Thiswider view. 8 manuals.
9 DR. BANERJEE: 9 DR. BANERJEE:
10 A. | wanted to see both, both the stains through 10 A. Yes
11 the DAKO system aswell asthe Ventana system, |11 COFFEY, Q.C.
12 just to get an initial impression of whether 12 Q. Andyoudon't recal, in fact, being presented
13 there were some technical problems or not, and 13 with any.
14 | wasn't necessarily assuming one thing or the 14 DR. BANERJEE:
15 other at that time. 15 A. Right.
16 COFFEY, Q.C. 16 COFFEY, Q.C.
17 Q. And you were asking for--review any lab 17 Q. Didyou ask at the time subsequently whether
18 procedure manuals. 18 there were any?
19 DR. BANERJEE: 19 DR. BANERJEE:
20 A. Yes 20 A. No, | didn't because by thetime I’d seen al
21 COFFEY, Q.C. 21 the dlides, I’ d figured out what the problem
22 Q. Andwhy did you want to see those? 22 was.
23 DR. BANERJEE: 23 COFFEY, Q.C.
24 A. | wanted to see whether the test optimization 24 Q. Yes. Exhibit P-1942. Doctor, thisistwo e-
25 was donein thelocal lab or were they just 25 mails of September 13th, 2005, the first at
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1 the bottom of the exhibit hereis from Dr. 1 the processes involved and the service of the
2 Cook to yourself. Hethanks you for your e- 2 laboratory medicine program”, and you're
3 mail of September 12. Heindicates he will 3 described as the externa quality review
4 pick you up. He says"l will driveyou first 4 consultant who will take direction from and
5 to St. Clare' ssite where | will provide you 5 make recommendations to the leadership team of
6 with background information including areview 6 the laboratory medicine program, and they talk
7 of the IHC slides before and after the Ventana 7 about the time frame and the responsihilities
8 platform. The focuswill be on ER and PRs, 8 arelisted there, and then there'sa case
9 however | will try to get as many 9 summary, which includes as well areferenceto
10 representative IHCS from other antibodies as 10 the -- asit turns out it’ s alady named Peggy
11 possible. Following this| will take you over 11 Deane, which has been referred to here at
12 tothe General site where the cutting and 12 times as theindex case, and four other
13 staining procedures are done and also have you 13 patients, and then reference to what had
14 meet with key individuals at that site. | had 14 happened up to that point in time in terms of
15 asked the chief tech to provide you with the 15 the retesting and he notes -- this terms of
16 lab procedure manual. | will fax you a copy 16 reference notes, "Of the 57 retested on the
17 of theterms of reference of the IHC review 17 Ventana System, 38 now show positive results’,
18 this afternoon. | assume'--he refersto your 18 and a reference to the sensitivity of the
19 fax number and he says, "l will also try to 19 Ventana System now being in question, and
20 arrange an exit interview with key leadership 20 finally, "Thereport of the external quality
21 people from the organization on Friday 21 review shall bein writing and include the
22 afternoon. Let me know if thisis okay". And 22 team’srecommendations. The recommendations
23 you respond by saying, "thanks, the 23 will be shared with involved staff members’,
24 arrangements and exit interview arefine". 24 and it notes, "The peer review, its
25 If wecould, please, Exhibit P-1283, 25 conclusionsand afinal report are protected
Page 70 Page 72
1 Doctor, thatis the background--these are 1 under the Evidence Act, and as such the fina
2 terms of reference, External Quality Review of 2 report will not be available to any third
3 the Immunohistochemistry Service. And the 3 party, and as well the fina report is
4 Commissioner has seen these before, we all 4 protected from any subsequent legal
5 have here. | take it thiswas faxed to you? 5 proceedings’. Now, Doctor, | will ask you
6 DR. BANERJEE: 6 this because I'll be asking you your views
7 A. That'scorrect, yes. 7 later on inrelation to this ideaof peer
8 COFFEY, Q.C. 8 review, quality assurance, and protectionin
9 Q. Doctor, back in early August you'd agreed to 9 legal proceedings, but at the time you agreed
10 come to St. John's, what was your 10 to come, was peer review or external quality
11 understanding of the terms, if any, under 11 assurance, was that on your mind or discussed
12 which you were coming and the purpose of your |12 between you and Dr. Cook, theideathat this
13 vigit, at that time, early August? 13 would be a peer review?
14 DR. BANERJEE: 14 DR. BANERJEE:
15 A. My understanding wasthat | wasbeing askedto |15 . | think it was understood that the whole
16 figure out what the problem waswith their 16 procedure would be protected under the
17 immunohistochemistry service, and | was 17 Evidence Act.
18 approaching it from the point of view of an 18 COFFEY, Q.C.:
19 experienced immunopathologist who could 19 Q. Right from the beginning?
20 troubleshoot for them and advise them about 20 DR. BANERJEE:
21 how they could improve the process. 21 A. Right from the beginning, but, you know,
22 COFFEY, Q.C. 22 possibly each province doesit differently, so
23 Q. Theseterms of reference when you look at 23 unsure what to expect and what the actual
24 them, the purpose is noted to be "To review 24 procedure was going to be. Certainly in other
25 the operation and make recommendations asto 25 jurisdictions, in Ontario, and in British
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1 Columbia, somebody from risk management would 1 DR. BANERJEE:
2 actually be driving that process, and it 2 A. Anywhere elsein the country, you mean?
3 wasn't the case here. 3 COFFEY, Q.C.:
4 COFFEY, Q.C.: 4 Q. Yes, that you're aware of.
5 Q. Itwasn'tthe case here. 5 DR. BANERJEE:
6 DR. BANERJEE: 6 A. Yes, | was asked about another one, which they
7 A. No. 7 turned me down as areviewer for some reason.
8 COFFEY, Q.C. 8 Probably | was too expensive or something.
9 Q. ItwasDr. Cook. Doctor, just again so the 9 COFFEY, Q.C:

10 Commissioner can perhaps put this into 10 Q. Butl takeit that asyou’'ve beeninvolved in

11 context, have you ever, yourself, conducted 11 your field for decades, that this is a

12 peer reviews of other peers or been involved 12 relatively rare-- asfar as you know, a

13 in that? 13 relatively rare approach?

14 DR. BANERJEE: 14 DR. BANERJEE:

15 A. Yes, those would be based on individual 15 A. Yes, doing asystem review of a particular

16 pathologists being reviewed as opposed to a 16 aspect of alab based on concern about the

17 program review of this type, or externa 17 quality of theresults, yes, that would be

18 reviews of an academic department when they’re 18 unusual.

19 looking for new leadership or whatever. 19 COFFEY, Q.C.:

20 COFFEY,Q.C: 20 Q. Exhibit-- Doctor, I'm going to ask you --

21 Q. So you havedone externa reviews of an 21 I'll be referring you to a couple of

22 academic department when you’ ve been asked to 22 documents, but I’'m going to ask you to tell

23 -- 23 the Commissioner -- it's about five to eleven,

24 DR. BANERJEE: 24 Commissioner, so rather than embark upon that,

25 A. Yes. 25 perhaps we could take the morning break, and
Page 74 Page 76

1 COFFEY, Q.C. 1 I’m going to come back and ask you to recount

2 Q. Whenthey'relooking for a particular -- like, 2 then what you recall about what happened,

3 a head of a department? 3 Doctor, when you arrivedin St. John's in

4 DR. BANERJEE: 4 September.

5 A. Right. 5 DR. BANERJEE:

6 COFFEY, Q.C.: 6 A. Right.

7 Q. You'vedonethat in the past, and you’ ve been 7 COMMISSIONER:

8 asked to beinvolved in peer reviews of 8 Q. Okay, we'll take the morning break.

9 individuals? 9 (BREAK)

10 DR. BANERJEE: 10 COMMISSIONER:

11 A. Correct. 11 Q. Mr. Coffey.

12 COFFEY, Q.C. 12 COFFEY, QC.

13 Q. Haveyou ever been involved in this sort of a 13 Q. Thank you, Commissioner. Dr. Banerjee, could

14 review, the one that occurred herein St. 14 you tell us then please about your visit to

15 John's, a review of a whole department or 15 St. John'sin September, 20057

16 system? 16 DR. BANERJEE:

17 DR. BANERJEE: 17 A. Certainly. If | recall correctly, | met with

18 A. No. 18 Dr. Cook who took me to St. Clare's site

19 COFFEY, Q.C.: 19 first, then the General site, and at the St.

20 Q. Thisisyour first. 20 Clare' s site, we looked at selection of cases

21 DR. BANERJEE: 21 that he had put together for my review, which

22 A. Yes 22 included the ER stains from the DAKO System

23 COFFEY, Q.C.: 23 and the Ventana System, and other

24 Q. Doyouknow of any other such review that has |24 immunohistochemistry preparations that | could

25 occurred? 25 sort of look at apattern of the staining
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1 problems that they’re having. So we sat down 1 have a designated pathol ogist responsible for
2 and looked at the dlides together using a 2 that service, and that was a major concern of
3 double-headed microscope. For each case we 3 mine. So it boils down to accountability for
4 looked at, | had some comments that | made. | 4 the quality assurance systemin thelab, and
5 didn’t record my observationson a piece of 5 that seemed to be -- if you want to ook at
6 paper because | was really looking for 6 the root cause of quality problems, it relates
7 patterns across multiple cases, and at the end 7 to accountability and who isresponsible for
8 of that review, | could see where the problems 8 quality.
9 were, and it was acombination of fixation 9 COFFEY, Q.C.:
10 problems as well as optimization of the stain 10 Q. Doctor, I'm going to ask you alittle bit more
11 protocols. Clearly the DAKO System had a 11 about that. Before we go on, you were shown a
12 lower intensity staining than the Ventana 12 variety of slidesthat Dr. Cook chose?
13 System, which to mewould suggest that there 13 DR. BANERJEE:
14 was either a problem with antigen retrieval or 14 A Yes
15 the antibody concentrations being used, or the 15 COFFEY, Q.C.:
16 detection system concentrations being used, 16 Q. Theslidesfor estrogen receptors for the DAKO
17 were not optimal. We did discuss the issue of 17 dlidesand the corresponding Ventana slides
18 the internal controls, which | could seewas a 18 for that particular patient, approximately how
19 major problem in that all of the casesthat he 19 many patients ER slideswould you have dealt
20 showed me that had converted between the DAKO |20 with?
21 and the Ventana Systems have the same kinds of |21 DR. BANERJEE:
22 characteristics, i.e. fixation not being 22 A. Itwasnot alarge number. | think it was
23 adequate. The second thing was that many of 23 roughly about 20 cases.
24 the cases which included the benign breast 24 COFFEY, Q.C.:
25 epithelium showed no staining of the benign 25 Q. About 20.
Page 78 Page 80
1 epithelium for estrogen receptors, and to me 1 DR. BANERJEE:
2 that would invalidate the particular report on 2 A. Yes, plusother casesfor different --
3 that case since the internal controls did not 3 COFFEY, Q.C.:
4 work. Now since the Ventana System was 4 Q. Yes, and the others -- there would be 30 odd,
5 picking up more positive cases, then one would 5 | take it, of the other cases.
6 haveto concludethat fixation wasnot the 6 DR. BANERJEE:
7 only culprit since if the protein was 7 A. Approximately.
8 completely destroyed because of inadequate 8 COFFEY, Q.C.:
9 fixation, neither system would have produced a 9 Q. Intotal, but they were other stains, not ER
10 positive result without creating huge 10 stains?
11 background staining. So there was a 11 DR. BANERJEE:
12 combination of fixation problemsand method 12 A Yes
13 optimization that led to the false negative 13 COFFEY, Q.C.:
14 staining, which because the VentanaSystemhas (14 Q. Not ER stains, they were other stains.
15 really pre-diluted the reagentsand hasthe 15 DR. BANERJEE:
16 antigen retrieval process built into the 16 A. That'scorrect.
17 machine, it has, to a large extent, overcome 17 COFFEY, Q.C.:
18 problems related to fixation. However, | 18 Q. AndI'll ask youwhat you found with respect
19 don’'t believe it can be completely overcome as 19 to those in amoment, but the sampling of 20
20 there' s surely some protein loss because of 20 casesthat -- and al of which had converted.
21 fixation problems. So those were my 21 DR. BANERJEE:
22 conclusions, and | verbally gaveit to him, 22 A. Uh-hm.
23 and commented about the need for dedicated 23 COFFEY, Q.C.:
24 technologists who understood how to 24 Q. Youunderstood from the ER DAKO dlideto the
25 troubleshoot, and the fact that they did not 25 ER Ventanadide --
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1 DR. BANERJEE: 1 not alab physician.
2 A. Correct. 2 COFFEY, Q.C.:
3 COFFEY, Q.C: 3 Q. AndDr. Cook expressed that to you at the
4 Q. Had all converted. Doctor, asample size of 4 time?
5 20, of course, is not necessarily al that 5 DR. BANERJEE:
6 large. How comfortable did you feel at the 6 A. Yes andso didtheother pathologiststhat
7 time that you had identified the source of the 7 I’ve interviewed.
8 problem, asit were? 8 COFFEY, Q.C.:
9 DR. BANERJEE: 9 Q. lwasgoing to ask you then, Doctor, at the
10 A. | waspretty comfortable because | could see 10 St. Clare' s site, did you speak with anyone
11 the recurrent problems around the fixation and 11 else at the time, do you recall?
12 the lack of positivity in the internal 12 DR. BANERJEE:
13 controls. So |l didn't feel that | needed to 13 A. ldidn't keep notes, and my recollectionis
14 seemore cases. If | only found one or two 14 not very good, but | met with pathologists
15 cases of that nature, then | would have said 15 individually. | think | spent the greatest
16 thisisn't enough for me to make a conclusion. 16 time with Dr. Edgecombe, whom | had known from
17 COFFEY, Q.C. 17 my previoustraining in Ottawa, he was a
18 Q. If out of the 20, therewasonly one witha 18 trainee at the sametime.
19 fixation problem -- 19 COFFEY, Q.C.
20 DR. BANERJEE: 20 Q. Soyouwould have seen himonyour visitin
21 A. Yes 21 September at the General Hospita site, | take
22 COFFEY,Q.C. 22 it?
23 Q. Oraninterna control that was present, but 23 DR. BANERJEE:
24 hadn't stained, you would have had to go 24 A. That'sright.
25 looking for something else? 25 COFFEY, Q.C.:
Page 82 Page 84
1 DR. BANERJEE: 1 Q Whileyouwereat St. Clare’ sthat day, do you
2 A. That'scorrect. 2 recall if you spoke with Beverley Carter, Dr.
3 COFFEY, QC. 3 Carter?
4 Q. Doctor, just whilewe' re on this because 4 DR. BANERJEE:
5 you've referred to it just now, and just so | 5 A. |did speak with her, but| can't remember
6 don’t omit to go back to it, you referred to 6 where it was.
7 the idea of organization and root cause? 7 COFFEY, Q.C.:
8 DR. BANERJEE: 8 Q. Soitwasbrief, | takeit --
9 A. Uh-hm. 9 DR. BANERJEE:
10 COFFEY, Q.C.: 10 A. Reatively brief, yes.
11 Q. Perhapswe'll come back to that because that’s 11 COFFEY, Q.C.:
12 in your report itself and you addressed that, 12 Q. Soyou're with Dr. Cook, you examined the
13 and we' |l address it then. 13 dlides, the conversation you referred to.
14 DR. BANERJEE: 14 What if anything did you notice about the non
15 A. Right, okay. 15 ER dlides, this other sampling of dlides?
16 COFFEY, Q.C.: 16 What do you recall about those?
17 Q. Didyou discuss the management issue or the 17 DR. BANERJEE:
18 organization issue with Dr. Cook at the time? 18 A. What | recal about those werein the DAKO
19 DR. BANERJEE: 19 System theintensity was rather pale, the
20 A. |did, and one of hisconcerns, and obviously 20 staining intensity, not what |1 would accept as
21 it was frustrating him, was the fact that he 21 a very good result, and again looking at
22 was the clinical chief of the lab, but he did 22 internal controls for the various proteins
23 not have any authority over the technologist, 23 that we were looking at, there were clearly
24 budget, space, etc, and that was under the 24 cellsthat should have been positive that were
25 jurisdiction of the program director who was 25 not. So |l said thisisn’t optimized for these
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1 particular testsaswell. Inlooking at the 1 that, you then look at a range of examples of

2 Ventana, the intensity was certainly higher, 2 clinical samplesto make surethat that isthe

3 but there was also more background staining, 3 correct setting for that test. So it corrects

4 whichiswhat | had expected to see, because 4 individual variations that might result from

5 al other labs were having the same problem 5 changesin fixation protocol, etc. Remember

6 with the Ventana System. 6 we are reference labs, so we do that because

7 COFFEY, Q.C.: 7 we know that when we get tissue blocks from

8 Q. Thesewerelabs-- 8 other hospitals, they’re not all going to be

9 DR. BANERJEE: 9 identically processed, so we have to modify
10 A. Whichwereall not, you know, optimizable. 10 our technique accordingly, but in alab that
11 COFFEY, Q.C.. 11 only works with their own processed tissue,
12 Q. Sol takeit the Ventanadides, there was 12 it'salittle easier to actually establish the
13 more background staining than from your 13 optimal protocols.

14 perspective you would want? 14 COMMISSIONER:

15 DR. BANERJEE: 15 Q. Okay. Sothenas | understand what you're

16 A. Yes 16 saying -- | think from other witnesses, I’'ve

17 COFFEY, Q.C.: 17 understood alittle bit about the processin

18 Q. Andyou attributed that to afailureto have 18 the sense of you have these parameters of what

19 optimized the Ventana System? 19 you might want to use, andthen you use

20 DR. BANERJEE: 20 incremental amounts, etc.

21 A. That'scorrect. 21 DR. BANERJEE:

22 COFFEY, Q.C.: 22 A. That'scorrect.

23 Q. Did youdiscuss those two aspects of the 23 COMMISSIONER:

24 matter with Dr. Cook? 24 Q. And examine the result, but the -- what you --

25 DR. BANERJEE: 25 the test of it, asit were, iswhat you see on
Page 86 Page 88

1 A Yes | did. 1 the dide, and thatis in termsof these

2 COMMISSIONER: 2 things about minimizing background, optimizing

3 Q. Excuseme, Mr. Coffey, I’'m not sure thisis 3 what should be positive being positive, and

4 the right place to go down this road, but can 4 what should be negative not showing, as it

5 you tell me alittle more about what you're 5 were?

6 looking for when you' re optimizing? 6 DR. BANERJEE:

7 DR. BANERJEE: 7 A. That'scorrect.

8 A. Yes, certainly. So what welook for is -- | 8 COMMISSIONER:

9 think the starting point is what manufacturer 9 Q. Okay, andthen inyour case, becauseyou're
10 of the reagent would say this the dilution you 10 using or dealing with material which comes
11 use, etc, and thisisthe antigen retrieval 11 from different locations, you would want to
12 method you should use. That's the starting 12 make surethat the best choice for ideal
13 point, but wethen go through a process 13 circumstances will work with the varieties of
14 whereby we do multiple dilutions of the 14 fixation, etc, that you would expect to deal
15 primary antibody, and try different heat -- 15 with?

16 antigen retrieval protocols, enzyme versus 16 DR. BANERJEE:

17 heat ,and then optimize the detection system 17 A. That'scorrect.

18 whichisa set of reagentsthat bind to the 18 COMMISSIONER:

19 primary antibody, and all of that iswhat we 19 Q. Okay, andyou said something this morning
20 call a checkerboard type of titration process. 20 about being able to make anything positive, so
21 So what we're looking for isacrisp intense 21 how do you -- isit the fact that you have a

22 staining in the cellsthat you expect to be 22 known quantity onthat dlide that you're

23 positive with a clean background, no staining 23 really doing the test, theinitial test on,

24 at alin cells that are expected to be 24 what makes you confident that, in fact, this
25 completely negative, and once you've done 25 is the appropriate thing?
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1 DR. BANERJEE: 1 percentage of cells being positive is perhaps
2 A. No. Infact, you know very little about how 2 more logical than trying to grade intensity,
3 much of that protein is actually there in the 3 becauseit’s not alinear relationship with
4 tissue. 4 the protein concentration.
5 THE COMMISSIONER: 5 THE COMMISSIONER:
6 Q. Okay. 6 Q. Sothatthe personinvolvedin this process
7 DR. BANERJEE: 7 hasto beaperson whoiscurrent with the
8 A. Thereisno gold standard. So what you really 8 literature?
9 look foris thecell type that should be 9 DR. BANERJEE:
10 expressing that particular protein, whether 10 A. Yes
11 it's positive or not, because you can 11 THE COMMISSIONER:
12 recognize different cell types just from the 12 Q. Andthe studieshave made some, presumably,
13 morphology of the cells. 13 determination about the validity of some of
14 THE COMMISSIONER: 14 these studies?
15 Q. Okay. 15 DR. BANERJEE:
16 DR. BANERJEE: 16 A. Yes
17 A. And based on the literature and examples from 17 THE COMMISSIONER:
18 the studies that established the method, you 18 Q. Andthe key thingis what you know, on the
19 then understand the intensity or expectancy. 19 basis of those studies, about what you should
20 Intensity is not going to beidentical for 20 see?
21 every type of protein, so it would depend on 21 DR. BANERJEE:
22 the protein. | think more important than 22 A. That’scorrect.
23 intensity isthe location of the positive 23 THE COMMISSIONER:
24 reaction. So for something like estrogen 24 Q. Andwhat theresults should be. Okay, thank
25 receptors, which isa nuclear protein, one 25 you.
Page 90 Page 92
1 would not expect to seeit in the cytoplasm of 1 COFFEY, Q.C.
2 thecell. So it hasto bea nuclear stain, 2 Q. Doctor, just on that point the Commissioner
3 and if you see anything outside of the 3 has raised with you, for example, in British
4 nucleus, then one would again question whether 4 Columbia, Vancouver, | takeit that’swhere
5 the method has been optimized or not. So each 5 you're based at work, you're providing or you
6 protein you'relooking for has particular 6 see and deal with blocks that come from
7 characteristics about where it is expressed, 7 different hospitals?
8 what is known about how much of the proteinis 8 DR. BANERJEE:
9 expressed in the cancer cell, etcetera, and 9 A. Yes.
10 that knowledge is really based on cancer cell 10 COFFEY, Q.C.:
11 lines which have been analyzed quantitatively 11 Q. Variety of hospitals, and in this optimization
12 for the protein, but trandating that into 12 process, you account for the fact that we're
13 clinical ssmples isquite difficult because 13 not just dealing with blocks from the second
14 there is no quantitative method in 14 floor of our own building. These are blocks
15 immunohistochemistry yet. It is a semi- 15 from a particular region or even alarger -
16 quantitative method because there’'sso many 16 DR. BANERJEE:
17 steps of amplification required to create the 17 A. Thewhole province.
18 sensitivity of the method that it losesits 18 COFFEY, Q.C.:
19 linear relationship to protein concentration. 19 Q. Thewhole province, in effect, inyour case.
20 So no matter how automated the processis, it 20 So that sort of an optimization process, which
21 isa semi-quantitative--the end result, the 21 | take it has to occur in respect of each
22 interpretation of theresult isvery semi- 22 stain that’ s utilized?
23 quantitative and | think trying to standardize 23 DR. BANERJEE:
24 the grading of intensity is probably asking 24 A. Um-hm.
25 too much. Standardizing based on the 25 COFFEY, Q.C.:
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1 Q. If, at Eastern Hedlth, the General Hospital, 1 A. Yes
2 you visited in September 2005, is providing 2 COFFEY, Q.C.
3 the same service, in effect, in terms of IHC, 3 Q. Fixationissues. What is it that caused you
4 to the entire province here and in the course 4 to reach that conclusion, based upon what you
5 of doing so, is receiving blocks from 5 saw? What isit that you were seeing that led
6 hospitals, a number of hospitals throughout 6 you to that result?
7 Newfoundland and Labrador, the same, not only | 7 DR. BANERJEE:
8 optimization for their own fixation quality 8 A. See, basicaly, you start out with the
9 locally would have to occur, but as well, they 9 routinely stained section, that's the
10 would have to take into account the fact that 10 hematoxylin eosin stained preparation or H& E
11 they are going to be processing blocks from 11 stain preparation, and you look at general
12 al over the province? 12 sort of morphology of the tissue and how crisp
13 DR. BANERJEE: 13 the cellsare. Arethey easily identified or
14  A. That'scorrect. 14 they look smudgy, etcetera, and the staining
15 COFFEY, Q.C.: 15 intensity is appropriate or not and that gives
16 Q. Thesame sort of process would have to occur. 16 you, immediately, areasonably good clue asto
17 Perhaps with fewer IHC testshere in St 17 whether the tissue iswell fixed and well
18 John's, but the same processthat occursin 18 processed, and as a general rule, if the
19 Vancouver would have to occur here. 19 tissue hasn't been well fixed or well
20 DR. BANERJEE: 20 processed, no matter what you do subsequent to
21 A. Yes 21 the tissue being processed, in terms of
22 COFFEY, Q.C. 22 special stains or immunohistochemistry, the
23 Q. Theapproach that is utilized in Vancouver in 23 results will not be optimal and even the
24 that regard, doesthe protocol used vary 24 morphology of the cells are distorted so that
25 depending upon the hospital you get the block 25 it may be difficult to actualy identify the
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1 fromor isit just the one--for example, for 1 cancer type or whether there's cancer or
2 ER,iSit - 2 benign tissuein there, particularly with
3 DR. BANERJEE: 3 smaller biopsies. Sotheseareall kind of
4 A. No, that would be too difficult to do. So we 4 fundamental things you look for, and | could
5 end up with abit of acompromise. There are 5 see that right from the get-go, looking at the
6 protocols designed to work with virtually all 6 H&E, that there was a problem with fixation.
7 the material we receive. |If there's a 7 COFFEY, Q.C.:
8 particular problem with a particular hospital, 8 Q. Andthat'sjust the H&E dides that you saw at
9 then we would discuss that with that hospital. 9 St. Clare's?
10 But in British Columbia, | don’t see that asa 10 DR. BANERJEE:
11 major problem, for whatever reason. | think 11  A. That'sright. Andthen, soif | describethe
12 it'sasmaller province than Ontario and there 12 distortion alittle more. So what you might
13 are fewer hospitalsinvolved and there’ s alot 13 see would be excessive shrinkage of cells. So
14 more of a cohesive network of people who have |14 there'll be gaps around the cells, between the
15 been working together for many years. It's 15 stromaand the epithelium, for instance, or
16 not really a problem there. 16 the nucleus would be swollen up or not as well
17 COFFEY, Q.C.: 17 defined as you would liketo see, and the
18 Q. And Doctor, just whilewe' veon it, because 18 nucleus stains would be pale or very dark,
19 you've indicated that when you were lookingat |19 depending on whether there’s shrinkage or
20 these dlides with Dr. Cook, the approximately 20 swelling and soon. Soif you then choose a
21 20 ER--pairs of ER dides and the other slides 21 block which tells you that the tissue hasn't
22 aswell, the non-ER ones, you referred to and 22 been fixed and processed adequately and you do
23 noted the fact that you' d recognized fixation 23 the heat antigen retrieval on a section that’s
24 problems? 24 been cut and placed on adlide, the likelihood
25 DR. BANERJEE: 25 of that tissue actually staying on the slide
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1 isvery low. It tendsto fall off because 1 because the morphology suddenly became better,
2 it's a very harsh treatment, that high 2 people actually had difficulty in recognizing
3 temperature. Or it starts to wrinkle or parts 3 the cancer because now they’'relooking at
4 of it falls off or parts of the tumour might 4 cellswhich are bigger and looked horrible, in
5 fall off, so you can't interpret your stain 5 termsof malignant characteristics, and so
6 andso on. Soit’s critical to have that 6 there’ sanew learning curve for that because
7 initial processing step optimized. Otherwise 7 if you're used to badly processed tissue and
8 you have these kinds of problems. The 8 you still can make a diagnosis, you' re sort of
9 morphology gets worse after the heat antigen 9 reading through the artifact and if you remove
10 retrieval and if you have bad morphology to 10 the artifact, then somehow you have to reset
11 start with, it just looks worse and worse. So 11 your mind about, you know, how to interpret
12 it just compounds the problem. 12 morphology all over again, and we haveto go
13 COFFEY, Q.C.: 13 through that.
14 Q. Doctor, that sort of recognition of fixation 14 So if ahospital hasn't done that, then
15 not having been optimal or, in fact, having 15 al of theresidentsin training will learn to
16 been relatively poor, looking at the H&E 16 read through the artifacts and they’ Il accept
17 stained dlides, would any pathol ogist who had 17 that as normal, and | think another factor
18 gone through the residency program in Canada, |18 that leadsto this isthat virtualy all
19 for example, would they recognize that, do you 19 pathology training programs, the first year of
20 think? 20 training tends to focus on autopsy pathology,
21 DR. BANERJEE: 21 and certainly my training waslikethat as
22 A. Not necessarily, becauseit dependson--like 22 well. So thefirst year is just doing
23 if you werein training program in ateaching 23 hundreds of autopsies, until you learn the
24 hospital that hadn’t optimized its fixation 24 pathology, and then you were allowedto go
25 process, you wouldn'’t recognize that there was 25 into surgical pathology as the next phase.
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1 a problem because every case would look 1 Autopsy pathology, you're already starting
2 similar and you sort of work around the 2 with degraded tissue because cells start to
3 problem. 3 degrade as soon asthe patient dies, and of
4 COFFEY, Q.C.. 4 course, it takes hours beforeyou actually
5 Q. Okay. 5 begin the autopsy. So when you look at the
6 DR. BANERJEE: 6 morphology from autopsy tissue, it looks
7 A. I'll give you some anecdotal experience about 7 terrible, but you learn how to read that. So
8 that. When | first moved to London, Ontario, 8 then when you go to surgical pathology and if
9 the University of Western Ontario, | 9 your fixationis terrible, thenyou'd say
10 specialized in lymphoma pathology, so these 10 "well, this is sort of what I'm use to
11 are lymph nodes with lymph gland cancer, and I |11 anyway." Soyou'd sort of perpetuate that
12 could see that they had afixation problem 12 problem.
13 because they would place the entire lymph node |13 COFFEY, Q.C.:
14 informalin, leave it infor hours and then 14 Q. Andsoit’sdepending upon the local fixation
15 cut it and processit. And of course, 15 practices from placeto place, you wouldn’t
16 formalin takes along time to penetrate tissue 16 find it surprising to come in--for example, in
17 and fix it. It takes hours. So the thicker the 17 your case, whenyou arrived here in St.
18 tissue, the longer it’ll take, and the centre 18 John's, September 2005, and noted what you
19 of thetissue, in the meantime, would start to 19 interpreted, saw interpreted as fixation
20 degrade because it hasn't been fixed yet. So 20 issues on these dides, isit possible that
21 I changed the protocol, saying you know, you 21 Dr. Cook, for example, just would not have
22 have to take the fresh lymph node and slice it 22 recognized it asaproblem inthe same way
23 into thin dlices, two to three millimetres 23 that you did?
24 maximum thickness, then fix it, and you’'ll see 24 DR.BANERJEE:
25 much better morphology, and what happened was |25 . Itispossible. It would depend on where he
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1 had trained and where he had practised, 1 COFFEY, Q.C.
2 whether he had seen other examples. IFyour 2 Q. Youveindicated that you did, while you were
3 practiceislimited to the local professional 3 inSt. John's, at that time, speak to Dr.
4 practice, then you may see only a spectrum of 4 Ejeckam?
5 quality. If you were in our situation, 5 DR. BANERJEE:
6 because we are looking at tissue from not only 6 A. Yes
7 other hospitals in the province, but across 7 COFFEY, Q.C.:
8 the country, from other parts of the world, we 8 Q. Andyou had known Dr. Ejeckam before?
9 saw afull spectrum of what’sgood and what 9 DR. BANERJEE:
10 isn't good, and we learned from that as well 10 A. Yes
11 ourselves. 11 COFFEY, Q.C.
12 COFFEY, Q.C. 12 Q. Couldyou tell the Commissioner how it was you
13 Q. SoDoctor, isthere anything elseyou recall 13 happen to know Dr. Ejeckam?
14 about the visit to St. Clare’ s that day? 14 DR. BANERJEE:
15 DR. BANERJEE: 15 A. Wdl, when | wasintraining in Ottawa, he was
16 A. No, it'squitevaguein my mind. 16 also atrainee, at not the same hospital | was
17 COFFEY, Q.C.: 17 in, but we met at the Canadian Tumour
18 Q. Andyouthen, | takeit, weretaken over to 18 Reference Centre. We were both doing amonth
19 the General Hospital ? 19 elective time there, and we got to know each
20 DR. BANERJEE: 20 other, and I’ ve seen him off and on over the
21 A. That'sright. 21 years and | know that he was very interested
22 COFFEY, Q.C. 22 in immunohistochemistry, and certainly very
23 Q. And what happened there? 23 knowledgeable, and so | asked him his opinion
24 DR. BANERJEE: 24 of what was going on. He sort of confirmed
25 A. Sothere, | actually went to the lab that does 25 some of my conclusions. He was clearly not in
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1 the immunohistochemistry and talked to the 1 charge of the lab, but he sort of had a -
2 technologists, looked at how the lab was set 2 COFFEY, Q.C.:
3 up. | wasn't particularly looking at how they 3 Q. Okay, | wasgoing to ask you about that.
4 do their work, but | was just asking them 4 DR. BANERJEE:
5 questions about what else they did and it was 5 A. - heredly wanted to do something about it.
6 clear that they were not dedicated to that 6 COFFEY, Q.C.:
7 section in thelab, that they had other 7 Q. Doctor, so before September 2005, you
8 responsibilities el sewhere and they had felt 8 understood that Dr. Ejeckam had more than a
9 itwas hard for them to keep up with the 9 passing acquaintance with IHC techniques?
10 knowledge base required to do a good job, but 10 DR. BANERJEE:
11 that’ s not unusual. Thisisacommon problem 11 A. Yes
12 across the country. 12 COFFEY, Q.C.:
13 COFFEY, Q.C.: 13 Q. He knew more than the average pathologist
14 Q. Andyour purposeingoing tothat sitewas 14 about it?
15 what, the General Hospital site? Did you look 15 DR. BANERJEE:
16 at dides at the General Hospital site, do you 16 A. Ithink so, yes.
17 recall? 17 COFFEY, Q.C.:
18 DR. BANERJEE: 18 Q. Andthen finding him here on the ground, as it
19 A. |l don'trecall whether | saw another set of 19 were, in St. John's, in the course of doing
20 dides. | don't think so. 20 this, you would have, asyou’ve indicated,
21 COFFEY, Q.C. 21 asked him "what do you think isgoing on,
22 Q. Sothenyour purpose then - 22 Gershon?'
23 DR. BANERJEE: 23 DR. BANERJEE:
24  A. It was more sort of interviewing other 24 A. Um-hm.
25 pathologists at that site. 25 COFFEY, Q.C.
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1 Q. What wasit--do you recall what it was he told 1 actually on the right track and he did come up
2 you? And not only what was going on, but his 2 with the same observations that | had.
3 position herein St. John’s? 3 COFFEY, Q.C:
4 DR. BANERJEE: 4 Q. Andwasit your understanding in speaking to
5 A. Right. So hewasobviously quite concerned 5 him at that time that he had his own views or
6 about the quality of the immunohistochemistry 6 his own vision for perhaps what he wanted to
7 lab and he sort of volunteered to try and help 7 achieve here -
8 the lab to do a better job and he spent alot 8 DR. BANERJEE:
9 of time actualy teaching the technologists 9 A Yes
10 and providing them with reference books and 10 COFFEY, Q.C.
11 textbooks, but clearly he didn’t actually have 11 Q. - but was not ableto.
12 the authority to make the additional changes 12 DR. BANERJEE:
13 that were required, and this was arecurrent 13 A. Thatiscorrect.
14 theme amongst the pathologists, that they 14 COFFEY, Q.C.
15 didn’t feel they had any authority to change 15 Q. That would summarizeit, | takeit.
16 the way the lab was functioning. 16 DR. BANERJEE:
17 COFFEY, Q.C. 17 A. Uh-hm.
18 Q. Do yourecal at that time, well do you 18 COFFEY, Q.C.
19 remember what Dr. Ejeckam did--you speak about 19 Q. What then happened, Doctor? Youhad your
20 or did you learn while you werein St. John's 20 round of interviews, did you meet with Mr.
21 at thetime, either from him or anyone else 21 Terry Gulliver or Barry Dyer?
22 that back in 2003 that Dr. Ejeckam had, for a 22 DR. BANERJEE:
23 period of time, stopped or caused to be 23 A. Yes | did.
24 stopped the utilization of eight stains, two 24 COFFEY, Q.C.
25 of which were ER/PR, were you made aware of 25 Q. Atthe General site?
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1 that while you were - 1 DR. BANERJEE:
2 DR. BANERJEE: 2 A. Correct.
3 A. Yes he diddiscussit with meand | think 3 COFFEY, Q.C.:
4 shared a memorandum here, circulated at the 4 Q. What do you recall about that?
5 time as to why he wanted to stop the service 5 DR. BANERJEE:
6 and he introduced some changes in the lab that 6 A. |recal both gentleman asvery eager to do a
7 improved the staining process. 7 good job and they’re very much in touch with
8 COFFEY, Q.C.: 8 theindustry side of lab operations. The
9 Q. Do yourecdl if he told you what those 9 issue of accountability and governance, | did
10 changes were? 10 not discuss with them. They felt that they
11 DR. BANERJEE: 11 were perhaps not as appreciated by the
12 A. | think working with the technologists to 12 pathologists as they would like, in terms of
13 optimize each of the stains. At the time they 13 bringing innovation to the lab and that
14 were using, | believe they were using the DAKO |14 acquired some new equipment which was sitting
15 system. 15 idle because the pathologists weren't
16 COFFEY, Q.C.. 16 interested, soto me, that suggested that
17 Q. DAKO. Anything you recall about your meeting |17 there wasn't ateam approach to building the
18 with Dr. Ejeckam at the time? 18 department and there was some separation of
19 DR. BANERJEE: 19 medical and technical staff in terms of
20 A. Well we spent afair bit of time talking about 20 planning quality assurance and so on.
21 his role and he was perhaps a little concerned 21 COFFEY, Q.C.
22 that | would sort of finger him as the cul prit 22 Q. Andwe understand aswell, we're heard or
23 and | assured him that that wasn't what | was 23 understand that you met with a Dr. Dan
24 therefor. | wastrying to figure out whether 24 Fontaine?
25 from his observations that my conclusionswere |25 DR. BANERJEE:
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1 A Yes 1 . I can’'t think of anything right now.
2 COFFEY, Q.C: 2 COFFEY, Q.C:
3 Q. And had you known Dr. Fontaine before? 3 Q. How about the next day?
4 DR. BANERJEE: 4 DR. BANERJEE:
5 A. | had known about it but | hadn’t personaly 5 A. Yeah, | think the next day was more, sort of
6 met him until that visit. 6 more discussions about my observations with
7 COFFEY, Q.C.: 7 Dr. Cook and then I remember the exit
8 Q. Andinwhat contextthen herein St. John's 8 interview, there were anumber of peoplein
9 did you meet him at the time? 9 the room, not just pathologists and |
10 DR. BANERJEE: 10 basically summarized my findings and then
11 A. Just one of the few peoplethat | interviewed 11 headed to the airport after that, sentin my
12 and | think hewas my host for dinner that 12 written report within a few weeks.
13 first night. 13 COFFEY, Q.C.:
14 COFFEY, Q.C.: 14 Q. Doctor, wedo have some notesthat refer to
15 Q. Weunderstand aswell, | gather that you met 15 thisexit interview, if I could ask, please,
16 with Dr. Denic, did you meet Dr. Denic at the 16 Exhibit P-2148? Now | appreciate these are
17 time? 17 not your notes, Doctor, but they are of an
18 DR. BANERJEE: 18 exit interview of September 16th, 2005, it's
19 A. Yes | did. 19 described as an external review there and your
20 COFFEY, Q.C. 20 name is there, description of who you are or
21 Q. And again, what was the purpose of your 21 the position you had at the time. And there’s
22 meeting with Dr. Denic? 22 anote herein paragraph one, "providing a
23 DR. BANERJEE: 23 comparable service with therest of Canada.
24 A. Justto get hisimpression about what the 24 In some areas we are above average. Thereis
25 solution should be. We spent probably a 25 lots of potential in the division of
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1 significant amount of time talking about a 1 anatomical pathology with both pathologists
2 problem with retaining pathologists on staff 2 and managers wanting to"--and it's very
3 and a high turn over which Dr. Cook had also 3 difficult for metoread, but | gather the
4 discussed with me and it was pretty well known 4 point was -
5 across the country that pathologistsin this 5 MR. BROWNE:
6 province were not paid at the same level as 6 Q. "Achievethe sameend point".
7 some of the other provinces and they kept 7 COFFEY, Q.C.:
8 losing staff to other provinces for that 8 Q. "Achievethe same end point whichis agood
9 reason. So | felt that that was perhaps one 9 quality reliable service." Thank you.
10 of the factorsthat led to perhaps alack of 10 Doctor, do you recall telling the peoplein
11 continuity on the medical side of running the 11 the exit interview that from your perspective
12 labs. Whenyou don't havethat stability, 12 they were providing acomparable serviceto
13 it's hard to develop ateam. 13 elsawhere in the country?
14 COFFEY, Q.C. 14 DR. BANERJEE:
15 Q. Doctor, | understand that thisvisit to St. 15 A. Yes
16 Clare'sand the General would have occurred 16 COFFEY, Q.C.:
17 your first day, your first full day in St. 17 Q. Andinwhat context was that said?
18 John'’s. 18 DR. BANERJEE:
19 DR. BANERJEE: 19 . Inthe context of afull spectrum of hospital-
20 A. Yes 20 -slides from various hospitals I’ ve seen over
21 COFFEY, Q.C. 21 theyears, interms of their peer groups, if
22 Q. Anything else other than going to dinner that 22 you like.
23 evening, anything else that you were involved 23 COFFEY, Q.C.
24 in that day? 24 Q. Andthepeer groupinthiscontext would be
25 DR. BANERJEE: 25 which group?
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1 DR. BANERJEE: 1 A. No, actually | wasthinking more about non-
2 A. Combination of teaching and non-teaching 2 specific background staining as the cul prit,
3 hospitals. 3 perhaps difficulty in interpretation -
4 COFFEY, Q.C. 4 COFFEY, Q.C.
5 Q. Now that comment, was that madein relation to 5 Q. Inrelation to the Ventana
6 the ER/PR OF - 6 DR. BANERJEE:
7 DR. BANERJEE: 7 A Yes
8 A. Immunohistochemistry in general. 8 COFFEY, Q.C.:
9 COFFEY, Q.C.: 9 Q. Perhapsovercaling, asit were.
10 Q. Immunohistochemistry, generaly, okay. 10 DR. BANERJEE:
11 DR. BANERJEE: 11 A. Yes, that'sright.
12 A. Yes 12 COFFEY, Q.C.
13 COFFEY, Q.C.: 13 Q. But when you first saw the 20 pairs of slides
14 Q. Theabsence of internal control tissue or the 14 and the attendant H& E stained slides -
15 presence of it and it's non-staining in the 15 DR. BANERJEE:
16 cases that you had look at the day before, had 16 A. | changed my mind about that.
17 you ever encountered that before? 17 COFFEY, Q.C.:
18 DR. BANERJEE: 18 Q. But what you were seeing didn’t surprise you?
19 A. Ohyes. 19 DR. BANERJEE:
20 COFFEY, Q.C: 20 A. No.
21 Q. Inother places. 21 COFFEY, Q.C.
22 DR. BANERJEE: 22 Q. Doctor, herethere' s anote here, No. 2, there
23 A. Yes. 23 are issues, deals with the problem of--refers
24 COFFEY, Q.C. 24 to aproblem of adequate fixation of tissue,
25 Q. And | wanted to ask you about that, when you 25 effect thereliability of immunoperoxidase
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1 arrived in St. John's and looked at the 1 testing, and need for pathology assistants and
2 dlides, particularly those first 20 or so 2 I'll be taking you through the report itself,
3 pairs of dlides, wereyou surprised by what 3 but paragraph 3 then, you refer to the need
4 you saw? 4 for highly specialized immunoperoxidase
5 DR. BANERJEE: 5 concerned technologists, dedicated to that,
6 A. No, not redly. 6 you talked about the technologist issue being
7 COFFEY, Q.C.: 7 dedicated. One thing you refer to hereisthe
8 Q. Andwhy isthat? 8 issue of proper documentation and the antigen
9 DR. BANERJEE: 9 retrieval method, which is paragraph four. So
10 A. Weveseenit before, many times. 10 what, if anything, had you learned about that?
11 COFFEY, Q.C. 11 DR. BANERJEE:
12 Q. That people would have reported slides that 12 A. Wdl | think they were clearly using Ventana s
13 either didn't haveinternal--ER dlides that 13 protocol for antigen retrieval, but the
14 didn’t have internal controls or had them and 14 machine can be set to several combinations of
15 didn’'t stain appropriately. 15 temperature and the duration of the heat
16 DR. BANERJEE: 16 treatment and | wasn’t clear whether they had
17 A. Right, yes. 17 gone through that process to optimize it
18 COFFEY, Q.C.: 18 because there was no documentation of how they
19 Q. You'dseenthat inthe past. 19 actually decided which of the various
20 DR. BANERJEE: 20 protocols available in the Ventana system was
21 A. Uh-hm. 21 actualy chosen. Sol wanted to make sure
22 COFFEY, Q.C. 22 they went through a process of optimization
23 Q. Beforeyou arrived in St. John’'s, had you 23 and then documenting that, so that the
24 anticipated seeing that or - 24 technologist would use that inthe future
25 DR. BANERJEE: 25 runs.
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1 COFFEY, Q.C. 1 without the internal controlsthat’s being
2 Q. Andthenin paragraph 5, there's areference 2 stained positive and he told you that, you
3 to the need for subspecialization and that 3 thought well maybe interpretation may bean
4 would be amongst the pathol ogists? 4 issue here too?
5 DR. BANERJEE: 5 DR. BANERJEE:
6 A. Amongst the pathologists. 6 A. Right, heraised the point about cases where
7 COFFEY, Q.C.: 7 theinternal control was negative, but the
8 Q. Andreference to with an adequate compensation 8 tumour was positive, which as | said, that’s
9 package and Il be talking to you a bit more 9 okay, so when both are negative, it's hard to
10 about that, sothe issues discussed in the 10 make a conclusion.
11 main during the exit interview, at least 11 COFFEY, Q.C.
12 according to the notes here, were the fixation 12 Q. That came up during that August 2nd phone
13 aspect of the matter, the need for dedicated 13 cal?
14 technologists, attention being paid to proper 14 DR. BANERJEE:
15 documentation and optimization of the antigen 15 A. Yes.
16 retrieval methodology and the need for 16 COFFEY, Q.C.
17 subspeciaization amongst pathologists. Do 17 Q. Anditwould havearisenthen again, | take
18 you recall during that exit interview if the 18 it, on September 15th, the first day you were
19 idea of or the concern about internal controls 19 in St. John’slooking through the microscope
20 came up? 20 together.
21 DR.BANERJEE: 21 DR. BANERJEE:
22 A. I don't think there was much discussion about 22 A. Right, discussed that, every example we looked
23 that. 23 at.
24 COFFEY, Q.C:: 24 COFFEY, Q.C..
25 Q. How about Dr.Cook? Youhadtold Dr. Cook 25 Q. Exhibit P-0046 please? Now, Doctor, thisisa
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1 about this the day before. 1 copy, well thefirst pageisyour covering
2 DR. BANERJEE: 2 letter of October 17th, 2005 to Dr. Cook and
3 A. Right, so thought that was covered under the 3 it's Re "External Quality Review of
4 discussion about fixation. 4 Immunoperoxidase Service". Signed by yourself
5 COFFEY, Q.C.: 5 and then the second page of the exhibit is, of
6 Q. Doctor, what | wantto ask youis whenyou 6 course, the cover page of the report. Before
7 raised the matter of internal controls with 7 | delveinto this, we understand at the time
8 Dr. Cook, do you recall whether or not he, at 8 youwere in St. John's, Dr. Bob Williams,
9 the time appeared aready aware of that? 9 Robert Williams was the vP Medical ?
10 DR. BANERJEE: 10 DR. BANERJEE:
11 A. Heseemed to be aware of that, but the initia 11 A. That'scorrect.
12 phonecall inthe conversation, theinitial 12 COFFEY, Q.C.:
13 phonecall, | was surprised that they were 13 Q. Doyou recall meeting with Dr. Williams?
14 allowing those reportsto go out without the 14 DR. BANERJEE:
15 internal controls being positive. 15 A. Yes, | did actually, | think probably twice, |
16 COFFEY, Q.C.: 16 can’'t remember the exact number of meetings|
17 Q. Had he raised it during the phone call 17 had with him, but definitely the exit
18 initially or had you - 18 interview was in hisadministrative office
19 DR. BANERJEE: 19 area.
20 A. No, | had questioned him on that point because |20 COFFEY, Q.C.:
21 | wanted to make sure that the interpretation 21 Q. Sohewas present for that?
22 was not the issue, didn’t seem to be. 22 DR. BANERJEE:
23 COFFEY, Q.C. 23 A Yes
24 Q. And when he said that no, he knew or by then 24 COFFEY, Q.C.
25 knew that some cases were being reported 25 Q. You note here, Doctor, "Please find enclosed
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1 my report" and you offer to clarify any issues 1 significant number of cases every year to keep
2 that may arise, and thenyou stated, "In 2 your skills up and in some of the smaller
3 addition, please convey to Dr. Williams that 3 community hospitals, they don’t see enough
4 beyond the specificsof my report, there 4 casesto achieve that level of skill. | also
5 should be recognition of the following issues 5 believe that cancer pathology should be
6 that have bearing on the sustainability of the 6 practised by people who have received
7 quality laboratory program. No. 1, 7 additional education and training beyond the
8 pathologist compensation should be competitive 8 Royal College certification, particularly in
9 with those of other provinces; otherwise your 9 high volume cancer centres either in Canada or
10 department will face ongoing staff turn over 10 the United States. So | personally recruit
11 as pathologists move to more rewarding 11 people with at least one or two years of post
12 positions elsewhere. Unlessthis revolving 12 Royal College certification experiencein a
13 door syndrome is dealt with, it will only lead 13 specific area of pathology, preferentially in
14 to the deterioration of the quality of staff 14 a cancer centre. The reason for that is
15 asyou will continue to lose your best people. 15 cancer isa complex disease, there are many
16 No. 2, "For high quality cancer program in the 16 different kinds. The common cancers are easy
17 province, your department must invest in 17 to diagnose because people are familiar with
18 subspecialization, continuing education and 18 them, but the uncommon cancers presenting as
19 central pathology review for the entire 19 if they are acommon cancer iswhere the
20 province in order to provide the highest 20 problem lies, so there may be under-diagnosis,
21 quality of servicein cancer diagnosis, so 21 under-grading, over-grading, al of that sort
22 that your oncologists can manage their 22 of thing. | know from my own experiencein
23 patients optimally. All cancer patients 23 Toronto and now in Vancouver that in general
24 deserve the same standard of care, regardless 24 there is--when you do a central review, that's
25 of where they live. Accurate pathology 25 done before the patient actually begins
Page 122 Page 124
1 diagnosis, grading and staging are essential 1 treatment at one of the cancer centres, that
2 for clinical decision making and these 2 you tend to uncover some detailsthat the
3 activities cannot be compromised. With the 3 oncologist actually needsto make adecision
4 two recommendations implemented, you will be | 4 about the best management of that patient. We
5 able to attract and retain the best 5 have quantified that and when | was at the
6 pathologists." Now, Doctor, | take it the two 6 Princess Margaret Hospital, | did asurvey of
7 recommendations in this context are those two 7 how many changes were made as a result of that
8 above? 8 central review that would affect patient
9 DR. BANERJEE: 9 management. It was not an insignificant
10 A. That'scorrect. 10 number, on average of 26 percent, so that’sa
11 COFFEY, Q.C.. 11 pretty big number. British Columbia, it’sin
12 Q. Becausethere are anumber inyour report 12 the order of 15 percent. We also see cases
13 itself. Daoctor, the referenceto "central 13 from other provinces and patients have been
14 pathology review for the entire province" what 14 referred to, BC Cancer Agency and the
15 areyou referring to there? 15 discrepancy rates could be even higher than
16 DR. BANERJEE: 16 the 15 percent we see inBC. If you then
17 A. What I'mreferring to is, well if you look at 17 convert that into something other than
18 how patients with cancer are diagnosed, the 18 statistics, and you say al right, how many
19 initial diagnostic procedure could be a biopsy 19 breast cancer patients are diagnosed every
20 or a resection by a surgeon and that could 20 year in the province? InBCwe have about
21 happen anywhere, in any hospital with surgical 21 2700 casesa year, multiply that with 15
22 facilities. And usualy the report isthen 22 percent discrepancy rates, so you have several
23 generated by thelocal pathologists at that 23 hundred patients who are maybe undercalled or
24 hospital. 1t's my personal belief that to be 24 overcalled that would receive the wrong
25 agood cancer pathologist, you'd need to see a 25 treatment.
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1 COFFEY, Q.C. 1 DR. BANERJEE:

2 Q. Intheabsence of this central - 2 A. Yes, | believe every province should have some
3 DR. BANERJEE: 3 kind of central review policy.

4 A. Inthe absence of the central review. And 4 COFFEY, Q.C.:

5 this is not surprising, this is reported 5 Q. Andthat would not belimited to ER/PR or

6 widely in the literature and every 6 breast cancer.

7 jurisdiction these kinds of problems exist. 7 DR. BANERJEE:

8 The American Cancer Centre, by rule, will 8 A. No.

9 awaysreview the outside pathology before a 9 COFFEY, Q.C.:

10 patient istreated, unless it’s an emergency 10 Q. Itwould be acrossthe board.

11 situation. In Canadathere isno suchrule, 11 DR. BANERJEE:

12 except--and some cancer centres lack, BC 12 A. Acrossthe board. We tend not to review cases
13 Cancer Agency and the Princess Margaret 13 where the management wouldn’t change, if
14 Hospital et cetera, and the reason why thisis 14 somebody presents with metastatic disease and
15 not widely practised, a pathologist don’t like 15 there are very few optionsfor the patient,

16 to be second guessed or have their work 16 then we wouldn't do the review.

17 reviewed by someone else, anatural sort of 17 COFFEY, Q.C.:

18 reaction. 18 Q. Butfor, certainly primary cancers, initia

19 COFFEY, Q.C.: 19 diagnosis of cancer -
20 Q. |takeit that’snot peculiar you expect of 20 DR. BANERJEE:
21 pathologists. 21 A. Yes, and the policy is developed with
22 DR.BANERJEE: 22 discussion with oncologists about we ensure
23 A. Sorry? 23 that we're not being frivolous about the
24 COFFEY, Q.C. 24 central review andit’s donefor the right
25 Q. That’'snot peculiar or unique to pathologists. 25 reasons.

Page 126 Page 128

1 DR. BANERJEE: 1 COFFEY, Q.C.

2 A. No, many, any professiona would be 2 Q. Now thiscentra pathology review, | takeit

3 uncomfortable with that situation; however, if 3 that, the idea of that, that's an across the

4 you trandate the statistics into the 4 board thing, that’s not a particular patient

5 individual patient, then it becomes very clear 5 or isit every 10th patient or every patient -

6 that ethically thisis what we needto do 6 DR. BANERJEE:

7 because I've been accused of wasting 7 A. No, it'severy patient. Historically, | mean,

8 taxpayer’ s dollars by doing central reviews, | 8 even at the Princess Margaret Hospital when |
9 say, it's okay, I'm looking at what the 9 first arrived there, it was--the second

10 patient needs and that’swhat I'm basing my 10 opinion was triggered by an oncologist looking
11 policy on. 11 at the original report and saying, you know,

12 COFFEY, Q.C.: 12 something doesn’t sound right or doesn't fit,

13 Q. Andso at thetimeyou wrote thisin October 13 | had better get thisreviewed. And then

14 of 2005, from your perspectiveand again, 14 explain to them that if you only go by whether
15 you're coming in from the outside to Eastern 15 the report looks right or wrong, | could

16 Health and in particular, St. Clare' s and the 16 create a report that looks beautifully

17 General Hospital sites, bearing in mind what 17 correct, but could be completely wrong because
18 you were then given to understand about how 18 the data in the report may be totally wrong.

19 cancer patients were treated in the province, 19 And how do you know that? So that led to, you
20 al the IHc staining being done at the General 20 know, | went to the Medical Advisory Committee
21 Hospital, the original diagnosis often being 21 and persuaded them to change that policy, so
22 made elsewhere, that even in the context of 22 that every patient in certain categories would
23 this province, to set up acentral pathology 23 be reviewed centraly.
24 review for the entire province, was 24 COFFEY, Q.C.
25 appropriate you - 25 Q. Judt, I want to clarify, Ms. Chaytor asked me
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1 to clarify this, is thisall patients, all 1 results should have been questioned.” Now,
2 cancer patients across the board or is it 2 from your perspective, questioned by whom?
3 cancer patients just in particular categories? 3 DR. BANERJEE:
4 DR. BANERJEE: 4 A. By thepathologist and the oncologist, both.
5 A. It would be certain cancer types where 5 Both groups should have been aware.
6 treatment options are multiple and hinge on 6 COFFEY, Q.C.:
7 particular characteristics of theindividual 7 Q. You go on to note then, Doctor, you talk about
8 patient pathology, yeah. 8 and | take it the four other patients
9 COFFEY, Q.C.: 9 previously tested were also retested and that,
10 Q. Doesbreast cancer fall into that category? 10 in fact is referredto in the terms of
11 DR. BANERJEE: 11 reference, | believe, andin any case you
12 A. Itdoes. 12 would have become aware of that while you were
13 COFFEY, Q.C.: 13 herein St. John’sdealing with Dr. Cook and
14 Q. Ifwe could thenlook atthe body of the 14 company. The conversation rate would be based
15 report itself, I will tell you this, the 15 upon figures given to you by Dr. Cook.
16 Commissioner has seen this report a number of 16 DR. BANERJEE:
17 times and various parts of it, in the incident 17 A. That'scorrect.
18 problem case, you note here inthe second 18 COFFEY, Q.C.:
19 paragraph, "It should be noted that invasive 19 Q. Thenyou, under review of cases, you reviewed
20 lobular carcinomas are frequently ER positive 20 a number of cases from the retrospective
21 92 percent." And you have a footnote there 21 testings with Dr. Donald Cook and that would
22 for that cited, "Thus theinitial negative 22 be the ER cases?
23 result should have been questioned.” 23 DR. BANERJEE:
24 DR. BANERJEE: 24 A, Yes.
25 A. Right. 25 COFFEY, Q.C.:
Page 130 Page 132
1 COFFEY, Q.C. 1 Q. That retrospective group and that would be, as
2 Q. And we look, the particular article in 2 you quantified it here, approximately 20 such
3 guestion you've sited in the footnoteisthe 3 cases?
4 Journal of Clinical Oncology 2005 and that, | 4 DR.BANERJEE:
5 takeit, iswhat you cited for the 92 percent. 5 A. That'scorrect.
6 Doctor, had the patient originally, of course, 6 COFFEY, Q.C.:
7 been tested in 2002, was it generally known in 7 Q. Andyou conclude your comment here by saying,
8 2002 and before 2002 that invasive lobular 8 "Itis apparent that too much reliance is
9 carcinomas should be ER positive? 9 being placed on external positive controls
10 DR. BANERJEE: 10 with no attention paid to internal controls".
11 A. Yes, it wasknown. | usedthat reference 11 | takeit that your conclusion, "No attention
12 because that actually quantitated the 12 being paid tointernal controls", is based
13 positivity rate. 13 upon what, what kind of reasoning were you
14 COFFEY, Q.C. 14 using there?
15 Q. I'msorry? 15 DR. BANERJEE:
16 DR. BANERJEE: 16  A. Oh, that caseswere being called positive --
17 A. It had actually provided a quantitation of the 17 negative, rather, even though the internal
18 positivity rate. 18 controls were either not there, there’'s no
19 COFFEY, Q.C.: 19 normal epithelium to look at, orif it was
20 Q. A guantitation, the figure of 92 percent. 20 present, it was negative aswell. So in our
21 DR. BANERJEE: 21 practice, we would not report those, we would
22 A. Yeah, in general practice it's amost 22 call them inconclusive.
23 virtually 100 percent. 23 COFFEY, Q.C:
24 COFFEY, Q.C.: 24 Q. Andthen, Doctor, yourefer to aliterature
25 Q. And you say, "Thus the initial negative 25 review of the DAKO versus Ventana
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1 immunostainer performance. 1 DR. BANERJEE:

2 DR. BANERJEE: 2 A. Yes

3 A Right 3 COFFEY, Q.C.:

4 COFFEY, Q.C.: 4 Q. Youtold Dr. Cook. The second last sentence
5 Q. And you note that that particular study 5 here in this paragraph, Doctor, you write, "It

6 published in"98 may not berelevant, and in 6 remains possible that even with complete

7 any case, | take it, Doctor, aswe'll see 7 optimization of antigen retrieval and

8 later inyour report, the problem in St. 8 immunostaining protocols, if fixation is not

9 John's, from your perspective, wasn’t per se 9 optimized, there will be an irreducible number
10 the DAKO or the Ventana systems? 10 of false negative cases".
11 DR. BANERJEE: 11 DR. BANERJEE:
12 A. That's correct. 12 A. Yes
13 COFFEY, QC. 13 COFFEY, Q.C.
14 Q. Perhapsthrough utilization? 14 Q. Soltakeit--dol understand that to mean
15 DR. BANERJEE: 15 then in my layman’ sterms that no matter how
16 A. Yes 16 careful you arewith your antigen retrieval
17 COFFEY, Q.C.: 17 and immunostaining procedures, if the fixation
18 Q. Doctor, here there’'s anote, you begin at the 18 is done poorly enough, then no matter what we
19 bottom of the page here by saying, "Fixation 19 dointhelab, it will not be able to correct
20 time in formalin does not affect the ER 20 the problem?
21 results as long as two millimetre thick slices 21 DR. BANERJEE:
22 of tissue are placed in fixative within 22 A. That'scorrect, yes.
23 fifteen minutesof surgical excision, and 23 COFFEY, Q.C.:
24 adequate heat induced antigen retrieval is 24 Q. Doctor, the choice of antibodies, could you
25 performed”. Would that mean that any minimum |25 explain -- tell us, please, just expand upon
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1 amount of time, fixation time? 1 thisabit in terms of what antibody was being

2 DR. BANERJEE: 2 used here in St. John's, and from your

3 A. No, | should have provided more detail there. 3 perspective, the advantages and disadvantages
4 There isaminimum time of six to eight hours 4 of switching?

5 that’s recommended in the literature. In 5 DR. BANERJEE:

6 general, | think, the smaller the biopsy, the 6 A. If | recal correctly, they were using the 1D 5
7 less timerequired. That's just a general 7 antibody, which iswidely used. The other

8 guideline. The larger samples like the 8 widely used oneis 6F11, and in some labs 6F 11
9 lumpectomies and mastectomies require more 9 performs better than 1D5; in other labs

10 time than that just because of the volume of 10 they’'re about equivalent. They’'re both

11 tissue involved. 11 capable of demonstrating the protein in

12 COFFEY, Q.C.: 12 formalin fixed tissue provided to the antigen

13 Q. Doctor, you do go on then at some length and 13 retrieval. Now in the last few years,

14 discuss this matter fixation. On the top of 14 additional anti -- monoclonal antibodies have
15 the second page, you note, "Since the Ventana 15 been devel oped which are derived from rabbits
16 System did detect ER proteinin previously 16 as opposed to mice. Now rabhit immune systems
17 negative cases, one must conclude that even if 17 are alittle different from the mouse in that

18 there was partial loss of ER protein dueto 18 they seem to have more stronger reaction to
19 poor fixation, the failure of the DAKO System 19 whatever the immunizing antigen is. So
20 was largely due to inadequate antigen 20 rabbits historically have been used for the
21 retrieval or inadequate antibody and/or 21 preparation of antibodies, polyclonal
22 detection system optimization, or a 22 antibodies, not monoclonals, and rabbit
23 combination of these factors’, which | take it 23 antibodies tend to have higher affinity to
24 isawritten form of what you told us earlier 24 bind more tightly to the antigen that they’re
25 -- 25 directed against. So now that the technology
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1 to develop monoclonal antibodies from rabbits 1 you, if you can, please, elaborate alittle on

2 has been introduced, some of the newer 2 the reference to "especialy for the weakly

3 antibodies are coming out with much higher 3 positive cases'.

4 affinity than the mouse antibodies, and in 4 DR. BANERJEE:

5 various labsthat have compared the mouse 5 A. Right.

6 antibodies with the rabbit antibodies, they 6 COFFEY, Q.C.:

7 find that the rabbit antibodies are of such 7 Q. You aluded to this earlier too.

8 affinity that evenif youdon't do antigen 8 DR. BANERJEE:

9 retrieval, they will yield a positive result, 9 A. Right. Soif you look at the publication that
10 which isinterpretable quite easily. So one 10 compared the biochemical test with the
11 could debate whether or not they need to 11 immunohistochemistry assays, the discordance
12 switch, but in general in our hands the sP1 12 between thetwo methods were particularly
13 antibody seemsbe more reproducible, less 13 prominent in the cases with low estrogen
14 variation from case to case, but others have 14 receptor content from the biochemical assay.
15 found that if you compare the 1D5 and spP1, 15 Soit'sclear that even immunohistochemistry
16 clearly sP1is better, but if you compare with 16 might miss positive cases in that range of
17 6F11 and sP1, in one report there is no 17 concentration, and those particular
18 difference; in another report the sP1 is 18 publications, | actually don’t have copies
19 better. So the differences are fairly minor, 19 with meright now, butthere’'s a similar
20 but the intensity is alittle better with sp1, 20 publication which | mentioned earlier, which
21 it'seasier to interpret, and cases that have 21 isfrom the UK quality assurance program, the
22 been negative by 1D5 have turned out to be 22 Rhodes and Jasani paper. That sort of cameto
23 positive with the sP1, eveninour lab. So 23 similar conclusions and they thought the
24 there is some benefit to switching, but again 24 antigen retrieval was the main culprit for the
25 if you haven't dealt with the fixation issue, 25 inter-lab variability, but as | mentioned
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1 it's probably not the areato invest in. 1 earlier, they also excluded casesthat had

2 COFFEY, Q.C: 2 fixation problems, so -- they didn’t quantify

3 Q. Yes Infact, wedocomeacrossif wejump 3 that.

4 ahead to recommendation 3, inthis context 4 COFFEY, Q.C.:

5 you're only comment was consideration should 5 Q. Andweakly positive cases are problematic, in

6 be given to switchingto sP1, you weren't 6 particular, why? | takeit there’s so little

7 telling them to switch to it, you werejust 7 -

8 pointing out here, | take it, the prosand 8 DR. BANERJEE:

9 cons as known at the time to you, and 9 A. Yes, there snot enough protein. So if your
10 ultimately in your recommendation leaving it 10 method is not sensitive enough, you'll have a
11 to them? 11 negative result. However, froma clinical
12 DR. BANERJEE: 12 perspective, those patients are eligible for
13 A. Uh-hm, yes. 13 Tamoxifen therapy and may respond. So it
14 COFFEY, Q.C.. 14 could lead to denia of therapy to women with
15 Q. Doctor, you've noted here, inter-laboratory 15 low positive (unintelligible).

16 variability, "A number of publications 16 COFFEY, Q.C..

17 indicate poor concordance between laboratories |17 Q. Doctor, you go on here then with your
18 for ER assays, especially for the weakly 18 conclusions about the reasons for test
19 positive cases’, and this isattributed to 19 failure. You posed the question, "Is the DAKO
20 variation in antigen retrieval protocols”, 20 System faulty”, and | take it that, in effect,

21 citing footnote seven and eight, and when we 21 in the course of coming to St. John’s, that
22 look, we'll see that footnote sevenis an 22 was one of the questions posed to you?

23 American Journal of Clinical Pathology article 23 DR. BANERJEE:

24 of 2002, and then an article in 2001, or 24 A. Right.

25 publication. Doctor, in particular, could 25 COFFEY, Q.C.
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1 Q. Andyou say thisus unlikely, and then you 1 A, That'sright.

2 givethe reason for test failurewas most 2 COFFEY, Q.C.:

3 likely due to, and you - lack of test 3 Q. Becausetherewould be patients who would be

4 optimization, including antigen retrieval 4 better than that, more positive staining, more

5 method and antibody detection system titration 5 intense positive staining?

6 as positive controls showed aweak staining in 6 DR. BANERJEE:

7 general, and internal controls failedin al 7 A. Correct.

8 the false negative cases, and we've already 8 COFFEY, Q.C.:

9 discussed most of this. One thing | do want 9 Q. And, therefore, that should have alerted the
10 to ask you about is "positive controls showed 10 reader of the slide to there’ s something wrong
11 weak staining, in general". 11 with the process here generally for ER?

12 DR. BANERJEE: 12 DR. BANERJEE:

13  A. Yes 13 A. That'sright, but --

14 COFFEY, Q.C. 14 COFFEY, Q.C.

15 Q. What areyou referring to there? 15 Q. Andit wouldn’t be particular tothat run

16 DR. BANERJEE: 16 then, | take it, it would be in general ?

17 A. Sothose aretheexterna positive controls 17 DR. BANERJEE:

18 that they were using for each run, and when | 18 A. InGeneral, yes. The positive control -- the

19 looked at them, they were of lower intensity 19 external positive controls is usually one

20 than | would be used to seeing in our lab. 20 block from one case that they keep using over

21 COFFEY, Q.C. 21 and over again. Soit's the same tissue,

22 Q. Andwhat, if anything -- bearing in mind that 22 newer sections being cut from the block and

23 these positive controls were generally 23 then used in the stain, but just to go back to

24 staining weakly, from your perspective asa 24 that discussion, it would also -- 1 mean,

25 pathologist, what if anything should be the 25 looking back at why that would be the case, it
Page 142 Page 144

1 thought process when faced with that kind of a 1 would also suggest that when they were setting

2 positive control that’ s staining weakly? What 2 up the staining protocols, that they hadn’t

3 should that alert you to, if anything? 3 actually received or asked for examples from

4 DR. BANERJEE: 4 other labs. So ask for positive control from

5 A. Somy concern would bethat you've chosen a 5 a different lab, for instance, with the

6 positive control with detectable staining, but 6 original lab dlides, immunohistochemistry

7 it was of low intensity and that was probably 7 preparations to compare with, becauseif you

8 your best case because that’s how labs choose 8 have no comparator, how do you set your

9 their positive control, and if that’s the 9 threshold. If you're using your own external
10 case, then there' s something wrong with your 10 positive controls and you say, well, thisis
11 methods, not sensitive enough, because I've 11 asintense asit’'s getting, then you think
12 seen alot more intense staining in our lab. 12 that’ s probably okay because you haven't seen
13 COFFEY, Q.C.: 13 other examples where the intensity is much
14 Q. So | understand this correctly, if that 14 greater than that.

15 positive control slideis staining -- 15 COFFEY, Q.C.:

16 DR. BANERJEE: 16 Q. Doctor, if--I'll ask you this. If an external

17 A. Uh-hm. 17 positive control that you are seeingon a
18 COFFEY, Q.C.: 18 routine basisand it’s staining the way you
19 Q. But if that's the most intense -- you're 19 would expect, it's strongly--you're looking
20 saying to the Commissioner, what your 20 for astrong positive. Y ou're expecting that
21 understanding as an outside would be, if 21 and you're seeing that, one day to the next,
22 that’ s your most intensely stained positive ER 22 and then on a particular day, on a Thursday,
23 dlide that you have, then that can’t be 23 you happen to see external positive control
24 correct? 24 had stained, but it’s not nearly as strong as
25 DR. BANERJEE: 25 itwas inthe weeks before that, what, if
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1 anything, would that cause you to inquire 1 COFFEY, Q.C.
2 into? 2 Q. Inorderto makeany kind of valid judgment
3 DR. BANERJEE: 3 about it perhaps?
4 A. Yes, sothat would trigger us asking the 4 DR. BANERJEE:
5 technologist, you know, "what has changed? 5 A. Yes Youamost haveto have amenta image
6 Haveyou got a new batch of antibody that 6 of what it looked like thelast time or go
7 needs to be reoptimized, you know, 7 back and get those dides and say, you know,
8 retitrated?’ That kind of discussion needs to 8 has this really changed, because the control
9 occur. Sometimes a block--see, asyou cut 9 dlides are kept on file, so you can aways go
10 into the block and you put the block back in 10 back to them.
11 storage, the technologist usually puts more 11 COFFEY, Q.C..
12 wax on it to cover the cut surface, because 12 Q. Andyou did see external control slides when
13 once you expose the cut surface to oxygen, al 13 you werein St. John' s?
14 proteins will deteriorate over time. So 14 DR. BANERJEE:
15 that's why we don’'t precut sections for 15 A. Yes
16 immunohistochemistry. Wetry to cut fresh 16 COFFEY, Q.C.:
17 sections from the block. So sometimes a block 17 Q. Paragraphtwo, Doctor, "isthe Ventana system
18 itself will deteriorate or you're cutting 18 too sensitive?' and you' veindicated "there’s
19 deeper into the tumour and there’s tumour 19 no evidence it creates false positive
20 heterogeneity which will also account for loss 20 results.” You did note the system herein St.
21 of intensity. Different parts of the tumour 21 John's, | takeiit, still requires optimization
22 may express different levels of protein. 22 to avoid non-specific cytoplasmic staining?
23 COFFEY, Q.C: 23 DR. BANERJEE:
24 Q. Sol takeit the point being that, you know, 24 A. Right.
25 faced with that situation, it's time to make 25 COFFEY, Q.C.:
Page 146 Page 148
1 inquiries of the technologist? 1 Q. Areyoutaking about Ventanain general or
2 DR. BANERJEE: 2 just St. John’s or both here, the system still
3 A Yes, and that might lead to choosing a 3 requires--bearing in mind that you had seen
4 different block. Sojust tofinish upthe 4 non-specific cytoplasmic staining?
5 discussion about the external controls. Itis 5 DR. BANERJEE:
6 not appropriate to choose the most intense 6 A. Right. It wasdefinitely the Ventanasystem
7 case as your positive control, because your 7 being more sensitive than the protocol being
8 clinical cases may have lower protein 8 used on the DAKO system, but as| said, you
9 concentration. So it’s better to have two or 9 know, it's a matter of switching protocols on
10 three different samples. One is a low 10 the Ventana system to reduce that non-specific
11 expresser and medium and high expressing 11 staining.
12 tumour. And really concentrate on the lowest 12 COFFEY, Q.C.:
13 protein concentration case and make sure 13 Q. Doctor, paragraph three, you pose the
14 that’ s always positive, because that’swhere 14 question, "is there aproblem with tissue
15 your threshold is. 15 fixation?' You note "there appearsto be
16 COFFEY, Q.C.. 16 inadequate attention paid by the grossing
17 Q. And Doctor, in terms of then external 17 pathologist to the thickness of tissue dlides,
18 controls, you know, such external controls, | 18 quality and adequacy of fixation and there’s
19 takeit in evaluating whether or not external 19 no standardized fixation protocol that
20 control is staining appropriately, one would-- 20 everyone adheres to." Now what led you to
21 the individua in question would have to have 21 believe or to reach those conclusions?
22 some expectation and experience with what to 22 DR.BANERJEE:
23 expect? 23 A. | think the fixation problems were evident in
24 DR.BANERJEE: 24 the morphology of the dlides | was looking at
25 A. That’scorrect. 25 and it was clear that there wasn't actually
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1 written down policy about standard fixation 1 released in that context?

2 protocols and that since al of the 2 DR. BANERJEE:

3 pathologists were taking turns grossing, that 3 A. Thatiscorrect

4 would lead to variability inthe quality of 4 COFFEY, Q.C.

5 fixation. | think part of theissueisthat 5 Q. Or atleast looking further into the matter?

6 when the pathologist is grossing tissue, they 6 DR. BANERJEE:

7 have other things waiting for them to do like 7 A. Right.

8 astack of dides onthe desk back at the 8 COFFEY, Q.C.:

9 office, etcetera. So there’sa tendency to 9 Q. Theidea, Doctor, here, the notion here that
10 move quickly and do your work quickly and that |10 you pose here, "it should have been noted in
11 could lead to variability aswell. 11 the reportsas uninterpretable dueto the
12 COFFEY, Q.C.: 12 failure or absence of internal controls." |
13 Q. Sodidyou actualy, yourself, witness at the 13 take it then you're not against theidea of a
14 time pathologists, you know, cutting tissue 14 pathologist saying, in writing, "look, for
15 too thickly or - 15 thisand this reason, I’m not prepared to make
16 DR. BANERJEE: 16 acal"?

17 A. No. 17 DR. BANERJEE:
18 COFFEY, Q.C.: 18 A. Right. Forinstance, if therewere no other
19 Q. -this wassomething, an observation based 19 blocksto go to, for instance, let’ssay it's
20 upon just the sheer number of pathologists and 20 asmall corebiopsy and therewas asingle
21 residents who are rotating through that? 21 block and that wasn't properly fixed, you're
22 DR.BANERJEE: 22 basically stuck withthat, and you can’t
23 A. That'scorrect. | didn't actually observe 23 interpret that case.
24 them grossing. 24 COFFEY, Q.C.
25 COFFEY, Q.C.: 25 Q. Andthen you just can't, thenthat’s what
Page 150 Page 152

1 Q. Butinknowing the numbers that went through 1 you'd tell the oncologist?

2 there and based upon your experience, you 2 DR. BANERJEE:

3 inferred that there would be differencesin 3 A S0 inthat situation, theoncologist, you

4 the thickness and the approach? 4 know, would say that the core biopsy was not

5 DR. BANERJEE: 5 sufficient for usto assess the estrogen

6 A. Yeah,it's nothing unusual. You see that 6 receptor content and they would wait for the

7 everywhere. 7 lumpectomy or mastectomy specimen and repeat

8 COFFEY, Q.C.: 8 the test on that.

9 Q. Doctor, then paragraph four dealswith the 9 COFFEY, Q.C.:

10 issue of internal controls. Isthere anything 10 Q. Doctor, other system flaws--well, first of

11 further, just looking at that, that you’' d want 11 al, 1 should ask you, is there anything

12 to elaborate upon in paragraph four? 12 further, Doctor? You're satisfied that that

13 DR. BANERJEE: 13 covers the issue of internal controls?

14 A. Notredly, | think we've gone over that. 14 DR. BANERJEE:

15 COFFEY, Q.C.: 15 A, | think I’'m satisfied, yes.

16 Q. Yes. You've dready noted that from your 16 COFFEY, Q.C.:

17 perspective, because of the condition of the 17 Q. Then"other system flaws observed" and you
18 internal controls, in termsof at |east the 18 refer to the lack of dedicated

19 dlides you looked at, that in your view, where 19 immunohistochemistry technologists and the
20 the internal controls hadn't stained and they 20 rotations--you know, the rotation system is
21 were being reported as negatives - 21 being used and the potential consequences of
22 DR.BANERJEE: 22 that for their inability to gain in-depth

23 A. Right. 23 knowledge or expertise. Now "lack of an
24 COFFEY, Q.C. 24 officially designated pathologist as director

25 Q. -thetumour, thenthey should not have been 25 of immunohistochemistry service.
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1 Technologists thus get conflicting feedback 1 difference, you wouldn't report it, and as
2 from alarge number of pathologists' and you 2 these were being reported, you were drawing
3 go on to note "there is no accountability for 3 the inference that they perhaps didn’t know--
4 the quality of the service." | want to ask 4 or you' re assuming they didn’t know about the
5 you about two aspects of this, Doctor. What 5 internal controls?
6 led you to believe that the technol ogists were 6 DR. BANERJEE:
7 getting conflicting feedback? 7 A. That'scorrect. | alsoremember | saw some
8 DR. BANERJEE: 8 other preparations which were not ER/PR
9 A. | think during my conversation with them, they 9 related and could seethat if people were
10 would say Doctor so-and-so would say "l want |10 accepting that quality and reporting on them,
11 it done thisway," and somebody else would 11 then there was something missing in their own
12 say, "no, | don't agree with that. | want it 12 knowledge base.
13 this way," and so on, and they would be 13 COFFEY, Q.C.:
14 confused because nobody was actually comingup (14 Q. Paragraph five, you talk about the "disconnect
15 with a consensus direction for them. 15 between laboratory program director, division
16 COFFEY, Q.C.: 16 manager, clinical site chief and laboratory
17 Q. Andyou goon andyou concludeby saying, 17 director in decision making" and you go on
18 "there is no accountability for the quality of 18 then to talk about "the organizational charts
19 the service" and | takeit you were linking 19 indicate a complex separation of reporting
20 that with the lack of an officialy designated 20 structures' and thisis all written out there,
21 pathologist asdirector of immunochemistry 21 Doctor. I'mgoingto ask you to generally
22 service? 22 describe then, for the Commissioner, your
23 DR. BANERJEE: 23 understanding of how it was functioning here
24  A. Right, soit seemed that the pathologists felt 24 and your concerns about the way it was
25 it was not their responsibility to make that 25 functioning.
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1 lab better because it was run by non-medical 1 DR. BANERJEE:
2 personnel, management, and the technologists 2 A Wedll, the way itwas set up wasthat the
3 didn’t really have a sufficient knowledge base 3 clinica chief, i.e the lab director, Dr.
4 to troubleshoot by themselves, so it naturally 4 Cook, had no jurisdiction or authority over
5 led to suboptimal results. 5 thetechnical sideof the lab. That meant
6 COFFEY, Q.C.: 6 budgets, staff, you know, how they were hired,
7 Q. Paragraph four here, you refer to "lack of 7 who was hired, who was--whether they were
8 subspecialization amongst pathologists.” | 8 being trained, etcetera. He had no authority
9 take it that you saw subspecialization, as you 9 over that. Soin looking at the org chart
10 indicated, perhaps "led at the time to alack 10 that existed at the time, it would seem that
11 of in-depth knowledge about IHC technical 11 there was a dual management structure.
12 interpretation details and pitfalls." Your 12 There’'sthe medical side and the technical
13 conclusion about that lack of in-depth 13 side, each reporting separately to the Vice
14 knowledge, was that based upon, for example, 14 President of Medical Services, Dr. Williams.
15 the internal controlsissuein the ER dlides? 15 So in essence, Dr. Williams was the lab
16 DR. BANERJEE: 16 director.
17 A. That'scorrect. 17 COFFEY, Q.C.
18 COFFEY, Q.C.: 18 Q. Yes, that's-in essence, that's -
19 Q. Itwasapparent to you that, in your world, if 19 DR. BANERJEE:
20 you knew the difference, you wouldn’t report 20 A. Yes
21 the case? 21 COFFEY, Q.C.
22 DR.BANERJEE: 22 Q. -the oneperson who'sresponsiblefor the
23 A. That'scorrect. 23 entire lab was Dr. Williams?
24 COFFEY, Q.. 24 DR. BANERJEE:

25

Q. Andthatis if you, apathologist, knew the

25

A. For everything, that’s correct.
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1 COFFEY, Q.C. 1 managerial and medical |eadership"?
2 Q. Under that organizational arrangement? 2 DR. BANERJEE:
3 DR. BANERJEE: 3 A Yes
4 A Yes 4 COFFEY, Q.C.
5 COFFEY, Q.C.: 5 Q. Doctor, from your perspective, you certainly
6 Q. Andl takeitit wasyour understanding that 6 suggested a director of immunohistochemistry?
7 Dr. Williams, in fact, had really perhaps no 7 DR. BANERJEE:
8 day-to-day contact with the lab itself? 8 A Yes
9 DR. BANERJEE: 9 COFFEY, Q.C:
10 A. Not onaday-to-day basis, nor would he have, 10 Q. Paragraph two. How about having one
11 in hisown training, and | can’'t remember what 11 particular individual in charge of the lab who
12 his specialty is, but certainly not a lab 12 is actually day-to-day involved with the lab?
13 physician. 13 DR. BANERJEE:
14 COFFEY, Q.C.. 14 A. | certainly believe that is necessary. That's
15 Q. Doctor, you had noted above, in paragraph two, |15 my opinion. There are lots of differences of
16 you had concluded there by saying "thereis no 16 opinion onthat point acrossthe country,
17 accountability for the quality of the service" 17 including my own province. But | do believe
18 and did that have anything as well--it's 18 that in the eyes of the courts, the law, the
19 stated in the context of the lack of a 19 medical director is responsible for the
20 Director of Immunohistochemistry there. 20 quality of thelab.
21 DR. BANERJEE: 21 COFFEY, Q.C:
22 A. Right. 22 Q. |ltakeitatleastin the province where you
23 COFFEY, Q.C: 23 are?
24 Q. Butdidthat also, from your perspective, have 24 DR.BANERJEE:
25 anything to do with the lab structure itself, 25  A. Definitely in British Columbia, and that means
Page 158 Page 160
1 in terms of who ultimately was accountable for 1 total authority over all aspects of lab
2 this? 2 operations.
3 DR. BANERJEE: 3 COFFEY, Q.C:
4 A. | mean, looking at the structure, I'd say 4 Q. Doctor, you, in paragraph six, suggest that
5 there was no accountability for quality 5 there should be "attendance by medical and
6 because there are two aspects to quality. One 6 technical staff at various conferences with a
7 is thetechnical quality assurance piece, 7 focus on new technology should be encouraged"
8 quality controls, etcetera. But there's the 8 and you "encourage consensus driven innovation
9 professional interpretation side, which is 9 should bethe god" or you say that that
10 also part of the quality, and if the two sides 10 should be the goal. You then refer to
11 are so separate they don'’t talk to each other, 11 pathology assistants, "dedicated pathology
12 then thereis no real accountability. They're 12 assistants to ensure gross room consistency in
13 only looking at parts of the process, not the 13 tissue handling, trimming and fixation." |
14 entire process. 14 take it that that has the advantage of cutting
15 COFFEY, Q.C.: 15 down on the sheer number of people involved?
16 Q. And based upon theorg chart, at least that 16 DR. BANERJEE:
17 you had seen, and your understanding at the 17 A. Yes
18 time, that connect only finally occurred in 18 COFFEY, Q.C.:
19 the person of Dr. Williams, the vP Medical? 19 Q. InSt. John's, it could be 15 to 20, for
20 DR. BANERJEE: 20 example, pathologists, | gather, involvedin
21 A. Yes, that's correct. 21 breast grossing.
22 COFFEY, Q.C: 22 DR. BANERJEE:
23 Q. You do conclude paragraph five by saying 23 A. That’scorrect.
24 "superior outcomes could be achieved by 24 COFFEY, Q.C.
25 ensuring better linkages between technical, 25 Q. Andyou would limit it to whatever the number
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1 required? 1 to deal with. But in general, the experienced
2 DR. BANERJEE: 2 pathologist assistants become very good at
3 A Right 3 handling complex cases as well.
4 MR. COFFEY: 4 MR. COFFEY:
5 Q. What are the advantages then, in apractical 5 Q. And, Doctor, then you make a series of
6 way, of having pathology assistants, from your 6 recommendations, they’ re numbered one through
7 perspective? 7 ten here. Subspecialization for pathologists
8 DR. BANERJEE: 8 isthe first; section medical direction for
9 A. Wadll, there aretwo advantages. Oneisthat 9 immunohistochemistry service isthe second.
10 you can train them to follow protocols and 10 You already canvassed those. Consideration
11 they tend to follow that religiously because 11 being given to switching to sP-1.
12 they don't believethat they have enough 12 DR. BANERJEE:
13 medical knowledge to decide when the protocol |13 A. Um-hm.
14 needs to be modified, so they tendto be 14 MR. COFFEY:
15 consistent because of that reason aone. 15 Q. Dedicated technologists, and the appropriate
16 Secondly, by having pathologist assistants 16 number of the IHC. Doctor, under the
17 doing the grossing, it frees up the 17 paragraph 4 you note, "technologists should be
18 pathologiststo do their other work, which is 18 capable of quality assurance of each staining
19 the microscopy, attending patient care rounds, 19 run and not release didesif internal and
20 etcetera, and that feeling of being rushed al 20 external controls have failed. QA, Qc failures
21 the time goes away and cutting corners because |21 noted by the reporting pathologist should be
22 of lack of time then is dealt with. 22 documented and reviewed periodically by the
23 MR. COFFEY: 23 section medical director with corrective
24 Q. Inparticular, touse the phrase, you just 24 measures implemented as soon as possible.”
25 used "cutting corner" asaword, like feeling 25 The reference to the technologists not
Page 162 Page 164
1 time pressure - 1 releasing the slidesif internal and externa
2 DR. BANERJEE: 2 controls have failed, | take it that that
3 A. That'sright. 3 suggests that perhaps they should be involved
4 MR. COFFEY: 4 in the reading of internal and external
5 Q. - to getyour tissue handing done, your 5 controls?
6 trimming done - 6 DR. BANERJEE:
7 DR. BANERJEE: 7 A. Oh,yes. Andthey have to--they can't do it
8 A. Um-hm. 8 without looking down a microscope, so they
9 MR. COFFEY: 9 need to betrained as to what to look for.
10 Q. - would no longer then apply to the 10 They're not necessarily experts in
11 pathologists because they wouldn’'t beinvolved |11 histopathology, but over time they gain enough
12 init, unless they happened to be asked to be 12 experience by looking at dlides with the
13 consulted on a particular matter, the 13 pathologist, section medica director, for
14 pathology assistants would be doing it? 14 instance, and then can get to that level of
15 DR. BANERJEE: 15 comfort, particularly with specific tests
16 A. Andthat'sexactly theway it should be set 16 where that, that needsto be reported. Not
17 up, so that the pathologist is still 17 al labs do that. | think it has two
18 responsible for the grossing but the way that 18 benefits: oneisthe Qc, QA activity becomes
19 larger hospitals have done that is the 19 much more stringent; the other thing is that
20 pathologists will actually spend the first 20 technologist actually learn a lot more about
21 part of the morning of the afternoon with the 21 what they're doing as a result of that
22 pathologist assistants taking a quick look at 22 interaction with the pathologist.
23 what the specimens are, what the nature of the 23 MR. COFFEY:
24 specimens are and providing specific 24 Q. Andbut you, asyou just acknowledged, there
25 instructions if there’ s some unusual specimen 25 are different approaches by various
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1 laboratories across the country to whether the 1 pathologists so there was an immediate push
2 technologists examine the external controls 2 back from the pathologists. | actually
3 aoneor look at theinternal and external 3 believe that eventually that will be the
4 controls? 4 standard down the road. Not many hospitals
5 DR. BANERJEE: 5 have adopted that system. It's adifferent
6 A. That'scorrect. 6 kind of tissue process, it uses microwave
7 MR. COFFEY: 7 technology that reduces processing time from
8 Q. Andinany case, whichever of thetwo or of 8 overnight processing to one hour or two hours
9 both it’s your view and you were suggesting, | 9 at the most but doesn’t deal with the fixation
10 take it that, they should be, of course, 10 issues, that isaseparateissue. Andit'sa
11 appropriately trained? 11 continuous flow system, soit’snot abatch
12 DR. BANERJEE: 12 processor. And so if you'refamiliar with
13  A. Yes 13 lean manufacturing practice that’s now being
14 MR. COFFEY: 14 adopted by health care systems, we are moving
15 Q. If they’regoing to beinvolved, they need to 15 away from batch processing to single flow
16 be trained? 16 processing and that for the individual patient
17 DR. BANERJEE: 17 biopsy means very short turn around times, but
18 A. Right. 18 it means pathologists and technologists have
19 MR. COFFEY: 19 to completely redesign how they work during
20 Q. Doctor, then, you then conclude by saying that 20 the day, so it's a complex thing to do.
21 infiveyou refer to anecessity for tumour 21 MR. COFFEY:
22 pathology, "pathologist leaders must regularly 22 Q. Andyou do note here, they should joint--they
23 attend appropriate educational and scientific 23 would have to jointly redesign their work flow
24 conferencesto stay current.” And | takeit 24 practices -
25 tumour site pathologists leaders would be the 25 DR. BANERJEE:
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1 kind of subspecialists, asit were? 1 A, Right.
2 DR. BANERJEE: 2 MR. COFFEY:
3 A. That'scorrect. 3 Q. -ifit'sgoingtowork at all.
4 MR. COFFEY: 4 DR. BANERJEE:
5 Q. Theleadersin breast, the leaders inlung, 5 A. Yeah.
6 whatever? 6 MR. COFFEY:
7 DR. BANERJEE: 7 Q. You at paragraph 8 say "The Ventana system is
8 A. Um-hm. 8 performing adequately and with improvement and
9 MR. COFFEY: 9 standardization of fixation protocolsthere's
10 Q. Whatever system you're dealing with? 10 no reason that the service could not be
11 DR. BANERJEE: 11 resumed without further delay." That would be
12 A. Yes 12 the ER/PR service in this context?
13 MR. COFFEY: 13 DR. BANERJEE:
14 Q. Pathologists assistants are referred to here, 14 A. That'scorrect.
15 should behired and trained. The Sakura 15 MR. COFFEY:
16 continuous flow tissue processing system to 16 Q. Butyou were saying there wasimprovement in
17 alow the implementation of it, they should 17 and standardization, improvement in and
18 jointly redesign work flow practices. The 18 standardization of fixation protocols were
19 Sakura system, Doctor, because it’sreferred 19 certainly going to be necessary?
20 to earlier in your report, aswell, wereyou 20 DR. BANERJEE:
21 advising them to adopt the Sakura or not? 21 A. Yes
22 DR. BANERJEE: 22 MR. COFFEY:
23 A. Well, they had already acquired the system but 23 Q. And perhaps even optimization?
24 it wasn't actually in action because it was a 24 DR.BANERJEE:
25 decision made without input from the 25 A. Absolutely, yeah.
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1 MR. COFFEY: 1 September, make your observations, go away and
2 Q. There sareferencethen to external quality 2 think about it and make your report and reduce
3 assurance programs such as CAP or NEQAS, the 3 it to writing, Doctor, from your perspective
4 laboratory should prescribe to them. At the 4 at the time, could the problemshave been
5 time do you recall whether or not it was your 5 detected earlier, do you think?
6 understanding that they were--were they, at 6 DR. BANERJEE:
7 that point, involved in either of these? 7 A. | believe so. | think the problems should
8 DR. BANERJEE: 8 have been detected earlier and | think Dr.
9 A. No, they were not. 9 Edgecombe was probably one of the first people
10 MR. COFFEY: 10 to judgely--raise some concerns about the
11 Q. Andthen the organizational chart should be 11 immunohistochemistry service. | think the
12 redesigned to provide better joint technical 12 whole transition from the biochemistry test
13 and medical accountability, planning and 13 and the immunohistochemistry test should have
14 communication. So, Doctor, | takeit that in 14 been handled in adifferent way to get the
15 paragraph 10 you weren't really saying you 15 correlations done, comparisons done between
16 should have amedical director in charge, per 16 the two methods before you switch over to the
17 e? 17 new method. And that’s our task because, |
18 DR. BANERJEE: 18 mean, it's apermanent task becausein our
19 A. lwasn'tsaying that, but | wish| had said 19 business new methods are constantly being
20 that. 20 developed and for us to switch from an
21 MR. COFFEY: 21 existing methodto a new onethere is a
22 Q. Yes. But inany case, the organizational 22 process we have to follow to make sureit’s
23 chart would be required to be, from your 23 validated.
24 perspective, redesignedto ensure that at 24 COFFEY, Q.C.
25 least everybody knew everybody else’sroleand |25 Q. Now we have heard evidence from Dr. Khalifa,
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1 they interacted appropriately? 1 who was the physician who, in effect,
2 DR. BANERJEE: 2 introduced ER/PR IHC methodology to the
3 A. That'scorrect. 3 province and there was certainly some
4 MR. COFFEY: 4 correlation effort in the first year or so
5 Q. Toachieve thebest result. If we could, 5 involving the biochemical assay that was then
6 Commissioner, I’'m going to go on then to - 6 being done in St. John's and the ER/PRIHC
7 COMMISSIONER: 7 dlidesthat the lab at the General Hospital
8 Q. Timeto break? 8 was producing. Even after that, between’ 97
9 MR. COFFEY: 9 and then you showed up in 2005 and you
10 Q. If youwould, please? 10 understood Dr. Ejeckam had some concerns
11 COMMISSIONER: 11 dating back to certainly 2003?
12 Q. Allright. We'll reconvene at 2:15. 12 DR. BANERJEE:
13 (LUNCH BREAK) 13  A. Right.
14 COMMISSIONER: 14 COFFEY, Q.C.
15 Q. Pleasebeseated. Mr. Coffey. 15 Q. Whatis itthenthat youthink in terms of
16 COFFEY, Q.C.: 16 who, and not so much theindividuals asis
17 Q. Thank you, Commissioner. Registrar, Exhibit 17 what groups might have been able to identify
18 P-1312, please? And, Doctor, this is an 18 that there was a problem earlier and what do
19 exchange of e-mails from October 21st through |19 you think they might have seen to do so?
20 the, well, actualy, and the 22nd between 20 DR. BANERJEE:
21 yourself and Dr. Cook. And thefirst of them 21 A. | think probably rather than trying to solve
22 on the 21st he acknowledges receipt of your 22 the problem through internal review and
23 report. And you responded by saying "Hi Don, 23 process redesign that would have been probably
24 best of luck." Doctor, you know, having had 24 the best time to get some external expertsto
25 the opportunity to come to St. John's 25 come in and take alook.
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1 COFFEY, Q.C.: 1 A. |think so, yes.
2 Q. Andwhen was that, Doctor? 2 COFFEY, Q.C.:
3 DR. BANERJEE: 3 Q. Ifwe couldlook at, please, at Exhibit P-
4 A. S0 assoon asthe concerns were raised in 2003 4 20957 Doctor, page 92, please? Doctor, this
5 I think that would have been the right time to 5 istwo e-mails, October 23rd, onefrom Dr.
6 bring in some external consultantsjust to 6 Cook to yourself, and the subject is a
7 make sure that the methods were set up 7 possible agenda item for CAP meeting in
8 correctly. Because even though Dr. Edgecombe | 8 November. And hewrites, "Hi Diponkar, Mr.
9 had raised his concerns,| mean, | wasn't 9 George Tilley, ceo of Eastern Health and Bob
10 clear what external benchmarks were available 10 Williams, vP, have asked me if we could
11 to him to make the judgment whether they were |11 discuss the issue of national standards for
12 doing the task or not. 12 immunohistochemistry a the Canadian
13 COFFEY, Q.C.: 13 Association of Pathologists. Maybe we could
14 Q. And, Doctor, you did, when you were herein 14 put on the agenda for the November meeting as
15 September of 2005, see these dlides for 15 an item we could bring to the federal minister
16 approximately 20 patients. And we understand 16 of health. Thiscould bepart of a much
17 that most of those slides probably were from 17 larger issue such as national standards of
18 theyear 2002, isour understanding because 18 practice for laboratory medicine in Canada. |
19 most of the retesting that had occurred 19 would appreciate your thoughts. Regards,
20 involved 2002. 20 Don." And you responded the next day saying
21 DR. BANERJEE: 21 "l agree, this isan important topic that
22 A. Possibly. | don't quite remember it, so - 22 needs discussion. We should add it tothe
23 COFFEY, Q.C. 23 agendaalong with the national standards of
24 Q. Andyou wouldn’'t havereported that. 1'm 24 practicetopic.” And| will be asking you
25 saying we understand it because we' ve seen, of 25 more about this, Doctor, but. So as we get
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1 course, and heard evidence concerning what 1 into the last week of October of '04 Dr. Cook
2 year, the year from which particular patients 2 raised this with you and you were certainly,
3 had been retested up to the point you arrived. 3 at that point you were president, | takeit,
4 DR. BANERJEE: 4 of the association?
5 A. Um-hm. 5 DR. BANERJEE:
6 COFFEY, Q.C. 6 A. Yes
7 Q. Andinthe main it was 2002 cases. Doctor, 7 COFFEY, Q.C.:
8 with that in mind, for example, in looking at 8 Q. And this November meeting, where was that to
9 those particular slides, if the pathologist at 9 occur, do you recall where?
10 the time who examined them had been aware of |10 DR. BANERJEE:
11 the internal control requirement and had 11  A. lcan't remember. It waseither Ottawaor
12 noticed that particular internal controls 12 Toronto.
13 weren't staining and they were reporting the 13 COFFEY, Q.C.:
14 tumours as negative, if inquirieshad been 14 Q. Okay. And I'll be asking you abit more
15 made at that point, for instance, well, | 15 about, to elaborate upon what happened then
16 can't report thisand infact thisis the 16 and what has happened since concerning
17 second one I’ ve seen in amonth or whatever. 17 national standardsfor immunohistochemistry
18 DR. BANERJEE: 18 and generally for the practice of laboratory
19 A. Um-hm. 19 medicine. If we could look at Exhibit P-0662?
20 COFFEY, Q.C.: 20 And here, Doctor, | take it, thisis aletter
21 Q. Doyouthink any inquiries at that point, if 21 of October 24th, 2005. It'saddressed to
22 there had been inquiries made then, you know, 22 yourself, it'sfrom Dr. Cook, copied to Dr.
23 people who werefaced with that might have 23 Williams. It's Dr. Williams' copy we have.
24 recognized the problem at the time? 24 And | takeit thisisjust the formal request
25 DR. BANERJEE: 25 reflecting the e-mail we just looked at?
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1 DR. BANERJEE: 1 Q. And so that wasyourself and Dr. Cook, | take

2 A. Yes 2 it, raised that at the time?

3 COFFEY, Q.C: 3 DR. BANERJEE:

4 Q. Exhibit P-2095, please, 2095? Page 45. 4 A Yes

5 Doctor, this is a letter on Canadian 5 COFFEY, Q.C.:

6 Association of Pathologists letterhead, it's 6 Q. Andwas thereany decision asto how to go

7 from yourself, it'sto Dr. Cook. Andthisis 7 forward at that point?

8 responding to his letter of October 24th and 8 DR. BANERJEE:

9 advising him that "I’ ve asked that this topic 9 A. Sothedecision was made that | would write to
10 be placed on the agendafor the November 10 various stakeholdersin the business of cancer
11 meeting." Andthe topic in question is 11 care acrossthe country and solicit their
12 national standardsfor immunohistochemistry 12 support in approaching provincial and federal
13 testing. 13 governments on this particular issue, which |
14 DR. BANERJEE: 14 did.

15 A. Right. 15 COFFEY, Q.C.:
16 COFFEY, Q.C.: 16 Q. AndI'll beasking youin amore general way
17 Q. Exhibit P-0679. Doctor, this is, in 17 to takethe Commissioner through what had
18 particular, the e-mail of November 2nd at the 18 happened before that in this regard and what
19 bottom of the exhibit here. It's from 19 has happened since. Exhibit P-1973. Here,
20 yourself. Daniele - 20 Doctor, there’ stwo e-mails of December 2nd,
21 DR. BANERJEE: 21 2005. Thefirst of themis from Dr. Cook to
22 A. Saintonge. 22 yourself and the subject isinstitution of
23 COFFEY, Q.C.: 23 ER/PR services and it says, "As | mentioned to
24 Q. Saintonge. Who is Daniele Saintonge? 24 you in Ottawa’, perhaps where the meeting then
25 DR. BANERJEE: 25 was --
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1 A. Sheworksat the Royal College and provides 1 DR. BANERJEE:

2 administrative support to Canadian Association 2 A Yes, that'sright.

3 of Pathologists. 3 COFFEY, Q.C.:

4 COFFEY, Q.C.: 4 Q. "We will be receiving funding for the

5 Q. Andyou had asked her, "Could you please add 5 upgrading of your immunohistochemistry

6 the following item to the November agenda.” 6 services. We will be planning anumber of

7 And national standards for laboratory 7 meetings with our keys pathologists and

8 immunohistochemistry--laboratories 8 technical people concerning implementation of

9 immunohistochemistry testing. "Dr. Cook and 9 recommendations. | would appreciate your
10 [," that's yourself, "will speak on this 10 advice and guidance, and | wonder if you can
11 topic." Doctor, what then happened in 11 participate in some of these meetingsin a
12 November, do you recall? 12 conference call. | predict therewill bea
13 DR. BANERJEE: 13 number of differing options on how to
14 A. As | recall, we discussed the need for 14 implement and when to decide ona start up
15 national standards, and wondered how to bring 15 date. 1 would certainly welcome an outside
16 thisto the attention of both the federal and 16 perspective in helping me achieve a consensus
17 provincial jurisdictions of health care. 17 approach to full implementation”, and you
18 Since we didn’t feel that the Canadian 18 responded saying, "Hi Don, yes, | would also
19 Association of Pathologists inits current 19 request that Dr. Malcolm Hayes and our head
20 configuration and membership would really be |20 technologist, Bev Thomas, also beinvited to
21 able to do much without the resources required 21 join at least for some of the meetings so we
22 to set up such asystem, that we needed help 22 can benefit from their experience. Regards,
23 from both provincial and federal governments 23 Diponkar".

24 to do this properly. 24 DR.BANERJEE:
25 COFFEY, Q.C.: 25 A. Uh-hm.
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1 COFFEY, Q.C. 1 interviews. | will keep you posted. Regards,
2 Q. Doctor, why did you suggest that if you were 2 Don", and you responded the Monday following
3 to beinvolved inthis, that you would want 3 that saying, "Thanks'. Doctor, theissue --
4 Bev Thomas and Dr. Malcolm Hayes involved? 4 the ER/PRissue, as Dr. Cook styled it here,
5 DR. BANERJEE: 5 other than St. John's, has that arisen
6 A. Dr.Macolm Hayesisone of our best pathology 6 anywhere else in the sense of since that time
7 experts, and at the time he was aso 7 in thiskind of a-- become public, anyway?
8 overseeing the immunohistochemistry lab at the 8 DR. BANERJEE:
9 BC Cancer Agency, and Bev Thomasat thetime | 9 A. | haven’t been made aware of similar issues.
10 was the head histotechnologist responsible for 10 Other than this e-mail, | didn't get any
11 that service, and she had considerable 11 further information about the Fredericton lab
12 experience and skills in immunohistochemistry, |12 problem.
13 so | felt that she could provide some detailed 13 COFFEY, Q.C.:
14 technical guidance to people at Eastern 14 A. Andat the end of hise-mail, he refersto the
15 Hedlth. 15 Canadian Association of Oncologists, and
16 COFFEY, Q.C.: 16 liaising closely with them. How much liaising
17 Q. Exhibit P-2008. Doctor, thisis an e-mail of 17 from your perspective has gone on between the
18 December 5th, 2005, from Dr. Cook responding, |18 Association of Pathologists and that of
19 | takeit, tothelast email I just looked 19 oncologists?
20 at, "Thanks for your help. | will contact you 20 DR. BANERJEE:
21 when | have the meetings arranged. Regards, 21 A. Verylittle.
22 Don". Doctor, were there ever such meetings, 22 COFFEY, Q.C.
23 at least that you wereinvolved in? 23 Q. It'snot --
24 DR. BANERJEE: 24 DR. BANERJEE:
25 A. |l wasnotinvolvedinany. | wasn't aware of 25 A. And historically, there hasn’t been much, and
Page 182 Page 184
1 when the meetings were actually held. 1 | don't believe there’'s any current
2 COFFEY, Q.C.: 2 interaction.
3 Q. Exhibit P-2036. Doctor, this istwo e-mails; 3 COFFEY, Q.C.:
4 one from Dr. Cook of January 13th, 2006, to 4 QQ. Anddo you think that there should be?
5 yourself. It involves the subject -- he 5 DR. BANERJEE:
6 stylesit as ER/PRissUe, and he says, "Dr. 6 A. Oh, absolutely, becausewe areall dealing
7 Kara Laing, out clinical chief, oncology, 7 with the same patient population.
8 received aphone call from an oncologist in 8 COFFEY, Q.C.:
9 Fredericton, New Brunswick, stating that 9 Q. Exhibit P-2006. Doctor, again thisis an
10 problems with ERs and PRs have been identified 10 exchange of e-mails between yourself and Dr.
11 for aparticular year from a Fredericton lab 11 Cook, February 20th. He says, "Inregard to
12 and was looking for information on what 12 the ERs and PRs, we are in the implementation
13 happened and how we handled theissue. Dr. 13 phase of many of the recommendations brought
14 Laing advised the oncologist that a more 14 forth by the review process. We are hoping to
15 thorough review, other than the year in 15 restart this system by the end of March. |
16 question, is needed. As for an explanation as 16 would appreciateif you couldfly to St.
17 to what is happening in Fredericton lab 17 John’'s sometime near theend of March and
18 reports, they have a pH issue according to Dr. 18 review the progress we have made. We would
19 Laing. | anticipate that this may spread to 19 value any observations and recommendations
20 other regions in Canada as the problem becomes 20 that you make regarding implementation of the
21 more widely known. From a Canadian Association 21 system. We will, of course, reimburse you for
22 of Pathologists perspective, | think we need 22 your expensesand time involved. | look
23 to stay on top of this issue and liaise very 23 forward to hearing from you and hope you can
24 closely with the Canadian Association of 24 visit", and then you got back to him the next
25 Oncologists and be ready for possible media 25 day saying, "l have left you avoice mail
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1 message. Please call me', and your cell 1 Q. No, no, P-0165, not 2165, 165, please. Thank

2 number, "and send me an e-mail if the dates 2 you. I'm goingto goto pagetwo first,

3 I’ve suggested will work for you", and you 3 Doctor. Now, Doctor, thisis aletter on

4 advised him of your then current location. 4 Canadian Association of Pathologists

5 Doctor, up until toward the end of February of 5 letterhead, February 1st, 2006. It's

6 ' 06, other than that e-mail exchange where Dr. 6 addressed to the Honourable John Ottenheimer,

7 Malcolm Hayesisreferenced, and Bev Thomas, 7 Minister of Health, herein St. John’'s. The

8 had you been at all involved otherwise with 8 subject is "re; laboratory medicine specialist

9 this? 9 pathologists in Newfoundland". It's signed by
10 DR. BANERJEE: 10 yourself as President of the Canadian
11 A. No. 11 Association of Pathologists, and generaly a
12 COFFEY, Q.C. 12 description of the various positions you then
13 Q. Sothisis the- your reintroduction to the 13 held underneath your signature at the
14 idea of re-implementing ER/PR in St. John's, 14 University of British Columbia and the British
15 your involvement, potential involvement in it? 15 Columbia Cancer Agency, etc. Now, Doctor, how
16 DR. BANERJEE: 16 was it you came to write this letter?

17 A. Thisisthefirst time| was aware of that. 17 DR. BANERJEE:
18 COFFEY, Q.C. 18 A. Wadl, I think during my first visit to Eastern
19 Q. Yes, andto your knowledge, | takeit, no one 19 Health, and during my discussionswith the
20 else from your ingtitution had been involved 20 pathologists, the whole issue of retention and
21 up to this point? 21 turnover of pathologists was raised, and |
22 DR. BANERJEE: 22 think the current head of pathology wasin the
23 A. No. 23 middle of negotiations with the Government on
24 COFFEY, Q.C. 24 compensation levels for pathologistsand he
25 Q. Doctor, at that pointintime-- up to that 25 asked whether | would be willing to support
Page 186 Page 188

1 point in time, had you been aware of Trish 1 their case by writing aletter as President of

2 Wegrynowski’ s involvement? 2 the Canadian Association of Pathologists, and

3 DR. BANERJEE: 3 | agreed to do that because | could see that

4 A. No. 4 compensation was certainly abig factor in the

5 COFFEY, Q.C.: 5 whole retention issue. So | prepared this

6 Q. And,infact, wewill now cometo your coming 6 letter and had it transferred to letterhead

7 back to St. John'sin the spring of 2006. Y ou 7 and submitted to the Minister at the time.

8 weren't aware of her involvement then either, 8 COFFEY, Q.C.:

9 | takeit? 9 Q. And, Doctor, you do write here, "80 percent of
10 DR. BANERJEE: 10 all medical decisions are based on |aboratory
11 A. No. 11 reportsissued by pathol ogists, yet pathology
12 COFFEY, Q.C.: 12 services usualy cost lessthan 5 percent of
13 Q. When did you first become aware that the chief 13 the health care budget in most jurisdictions'.
14 technologist from Mount Sinai was involved in 14 That figure of -- and | appreciate thisis
15 this? 15 being written in early 2006, "80 percent of
16 DR. BANERJEE: 16 all medical decisions are based on |aboratory
17 A. | think after this Commission of Inquiry was 17 reportsissued by pathologists’, that sort of
18 announced. 18 afigure, wherewould you have gotten that
19 COFFEY, Q.C.: 19 from at the time?

20 Q. Okay. Doctor, inthe meantimein terms of 20 DR. BANERJEE:

21 what else was going on, Exhibit P-0165, 21  A. That'ssort of agenerally accepted figurein

22 please. 22 the literature and that’ s across the board in

23 DR. BANERJEE: 23 termsof lab services. | would say in an

24  A. That'snot theright -- 24 oncology setting, you're probably looking at a
25 COFFEY, Q.C. 25 higher percentage that drives clinical
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1 decision making. 1 pathologists and retaining them, and the
2 COFFEY, Q.C. 2 second sentence is talking about high quality
3 Q. Higher than 80? 3 pathology, which is more of the infrastructure
4 DR. BANERJEE: 4 in which these professionals would work. So
5 A. Higher than 80. 5 you can't just improve compensation without
6 COFFEY, Q.C.: 6 dealing with all of the other issues about how
7 Q. Andyou note-- you goon tosay, "We are 7 to run ahigh quality lab service, which means
8 facing a severe and growing pathologist 8 you have the right number of technologists,
9 manpower shortage across the country, and 9 appropriately qualified technologists, you
10 Newfoundland islikely to face acrisisvery 10 have theright equipment, the appropriate
11 soon”. You then go on to say, "Unlessyou are 11 budget for supplies, etcetera. All of that is
12 prepared”, and that is"you", | take it, in 12 part of the equation. Soif you're cutting
13 the roya sense, the Government of the day" - 13 corners, cutting costs, ultimately this is
14 DR. BANERJEE: 14 quite predictable as to what's going to
15 A Um. 15 happen, and thisisa long standing issue in
16 COFFEY, Q.C.: 16 Newfoundland, not something that happened
17 Q. "prepared to address, in the immediate future, 17 overnight.
18 thefact that pathologistsin your province 18 COFFEY, Q.C.:
19 are among the lowest paid professionalsin the 19 Q. Andso inthislast sentencein the second
20 nation, please do not be surprised if your 20 paragraph, you here seemingly attribute the
21 province experience even greater difficulty in 21 recent exampleof errors inbreast cancer
22 attracting and retaining pathologists than you 22 estrogen receptor status, which isfrom your
23 face now. Not addressing is false economy, as 23 perspective, you understood it affected
24 patient care will be adversely affected by the 24 hundreds of patientsinthis province, were
25 lack of high quality pathologists in the 25 ultimately caused by not having invested in
Page 190 Page 192
1 province. You have already experienced a 1 high quality pathology, and pathology in a
2 recent example of the effects of not investing 2 wider sense than just the pathol ogists?
3 in high quality pathology when the errorsin 3 DR. BANERJEE:
4 breast cancer estrogen receptor status were 4 A. That'scorrect.
5 discovered, affecting hundreds of patientsin 5 COFFEY, Q.C.:
6 your province." 6 Q. Thewholesystem?
7 Doctor, in referring there to "the lack 7 DR. BANERJEE:
8 of high quality pathologists in the province,” 8 A. Um-hm.
9 what were you--and then "not investing in high 9 COFFEY, Q.C.:
10 quality pathology" in the next sentence, what 10 Q. |takeitthen, Doctor, that the lack of money
11 areyou referring to there? 11 has the--or lack of money, particularly alack
12 DR. BANERJEE: 12 of investment financially over an extended
13 A. I'mreferring to the fact that if you have a 13 period of time haswhat effect or could have
14 compensation issue and you haven't addressed 14 what effects, in the clinical |aboratory
15 it, then the potential of keeping your best 15 setting?
16 pathologists in the province would be damaged 16 DR. BANERJEE:
17 since they would seek employment elsewherein |17 A. | think it affectsthe kind of expertise you
18 the country or perhaps even outside of the 18 can keep in your laboratory. It affectsthe
19 country, and no matter what else happened, you |19 infrastructure, the quality of the equipment,
20 know, compensation is definitely afactor that 20 the age of the equipment, whether using
21 influences professionals in termsof where 21 current technology or not, al of that is
22 they practice. Soit’skind of afundamental 22 affected by lack of investment.
23 sort of economic fact. The problem of-- 23 COFFEY, Q.C.:
24 there'sa differencein thetwo sentences. 24 Q. |takeit, you then go on to say here, Doctor,
25 One, I'm taking about high quality 25 "historically your province hasrelied heavily
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1 on foreign trained pathologists who are 1 errorsin breast cancer screening experienced
2 unlikely to stay oninthe province as more 2 in thisprovince wereas a result of not
3 attractive jobs come up elsewhere in the 3 having invested in high quality pathologists."
4 nation" and you ask that "this cycle be broken 4 He attributes -
5 by promoting and protecting your best assets.” 5 DR. BANERJEE:
6 | take it, ineffect, by increasing their 6 A. Um-hm.
7 compensation or at least addressing the issue 7 COFFEY, Q.C.:
8 iswhat you were urging here? 8 Q. - doesn’'t make the distinction between the two
9 DR. BANERJEE: 9 sentences that you did. Were you suggesting,
10 A. Right. 10 had you ever suggested that the pathologists
11 COFFEY, Q.C.. 11 here were not high quality pathologists? Were
12 Q. Now Doctor, and we'regoing to look at the 12 you ever asked that question?
13 response in a moment, but here, were you in 13 DR. BANERJEE:
14 any way suggesting that foreign trained 14 A. No, not really, but | could see how they would
15 pathologists had caused the problem here? 15 interpret my letter along those lines, but |
16 DR. BANERJEE: 16 think I’ve explained to youwhat | meant by
17 A. No. Actualy, what I’'m saying isthat if you 17 that and how do you assess quality of
18 have a retention problem and you’ re dependent 18 pathologists without checking their work? And
19 on foreign trained pathologists to fill your 19 | was only looking at one aspect of the work,
20 vacant positions, and you haven't dealt with 20 so | don't believe I ve done a thorough review
21 the compensation issue and the infrastructural 21 of that to cometo aconclusion about their
22 problems, there's nothing going to hold them 22 quality.
23 in thisprovince, because they don’'t have 23 COFFEY, Q.C.
24 family connections, etcetera. So they’re more 24 Q. Andyour review had beeninrespect of just
25 likely to leave than say people who grew up in 25 the ER/PR staining?
Page 194 Page 196
1 this province, were educated in this province. 1 DR. BANERJEE:
2 They're frustrated in their jobs, but couldn’t 2 A. That'scorrect.
3 leave because of their family connections. So 3 COFFEY, Q.C.:
4 that’ s the point | was trying to make. 4 Q. And perhapsalittle bit more IHC generally?
5 COFFEY, Q.C. 5 DR. BANERJEE:
6 Q. Page oneof this exhibit, Doctor, is the 6 A. Right.
7 response that came more than two months later. 7 COFFEY, Q.C.:
8 It's dated April 18th, 2006. It's addressed 8 Q. Andyouhad found certain things that were,
9 to yourself. It's from Tom Osborne, the 9 from your perspective, wanting or lacking in
10 Minister, and | should tell you here, Doctor, 10 that regard?
11 that Tom Osborne has testified here and he has 11 DR. BANERJEE:
12 told the Commissioner that other than you 12 A Yes
13 being the president of the Canadian 13 COFFEY, Q.C.:
14 Association of Pathologists, he had no idea at 14 Q. Inthat particular field, and that was it?
15 al that you had beeninvolved inreviewing 15 DR. BANERJEE:
16 thelab herein St. John's. So I'll just let 16 A. Um-hm.
17 you know that. He does conclude by--he 17 COFFEY, Q.C.:
18 acknowledges, at the end of the second 18 Q. Yougoon tosay, there has been--well, not
19 paragraph, "all parties have recognized that 19 you, I'm sorry, Mr. Osborne went on to say "it
20 physician compensation isabout oneof the 20 has been recognized that the tests associated
21 many challenges facing this specialized group” 21 with this procedure are fraught with errorsin
22 and the group in question, | take it, are the 22 reproduction, aswell as changesin national
23 laboratory medicine specialists referred to in 23 standards.” Now would you have disagreed with
24 thefirst paragraph. Hethen says "I do take 24 that assertion?
25 exception to your suggestion that the recent 25 DR. BANERJEE:
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1 A. lwouldsay it'snot fraught with errors of 1 25th, 2006. You'll see your nameisthere as
2 reproduction. It's certainly not an easy 2 number one, Dr. Bob Williams, Dr. Donald Cook,
3 assay todo. And there wereno national 3 Dan Fontaine, Gershon Ejeckam. It says Bev
4 standards to compare against, so I'm not sure 4 Fontaine; presumably that should be Bev
5 what he means by that. 5 Carter.
6 COFFEY, Q.C. 6 DR. BANERJEE:
7 Q. And so in address-or speaking of the 7 A. Carter.
8 procedure being fraught with errors in 8 COFFEY, Q.C.
9 reproduction, you would have disagreed with 9 Q. AndDr. Joy McCarthy. Doctor, can you tell
10 that. | takeit your position would be that 10 us, please, then what you recall about your
11 it can be done correctly. You just have to go 11 second visit?
12 about it properly? 12 DR. BANERJEE:
13 DR. BANERJEE: 13 A. Somy second visit, | reexamined some of the
14  A. That'scorrect. 14 slidesthat were more currently or recently
15 COFFEY, Q.C.: 15 prepared, and | could see that there wasa
16 Q. Doctor, he concludes by saying "your letter 16 significant improvement in their quality,
17 suggeststhat the pathologists employed by 17 intensity of staining. Background problems
18 Eastern Health are less than qualified, which 18 had been dealt with, sothere were clean
19 is a great disservice to your peers 19 backgrounds. Theinternal controls seemed to
20 represented by your organization," and that’s 20 be working in the cases | looked at. We also
21 the letter of February 1st. At thetime, did 21 again looked at other immunohistochemistry
22 you feel that you had suggested that the 22 preparations other than estrogen receptors.
23 pathologists employed in Newfoundland were |23 correy, Q.C.:
24 less than qualified? 24 Q. Sothedlidesyou'retalking about just now,
25 DR. BANERJEE: 25 they’re estrogen receptor slides?
Page 198 Page 200
1 A. No, | didn't feel that. 1 DR. BANERJEE:
2 COFFEY, Q.C.: 2 A Right.
3 Q. Didyou ever respond to thisletter, Doctor? 3 COFFEY, Q.C.:
4 DR. BANERJEE: 4 Q. Soyou also looked at others, I'm sorry?
5 A. |didnot. 5 DR. BANERJEE:
6 COFFEY, Q.C.: 6 A. That'sright, and when | looked at the other
7 Q. Did you ever talk to anybody else or 7 stains, other than the receptor stains, they
8 communicate with anybody about it? 8 also showed significant improvementin the
9 DR. BANERJEE: 9 quality of the staining, the specificity of
10 A. | might have joked about it with colleagues. 10 the stain or the right cells were staining and
11 COFFEY, Q.C.. 11 the cellsthat were supposed to be negative
12 Q. Do you recal--with colleagues, would that be 12 were negative, etcetera. So | was quite happy
13 within British Columbia? Did you ever talk to 13 with the improvement | saw.
14 anybody in Newfoundland about it, that you 14 COFFEY, Q.C.:
15 recall? 15 Q. What wasthe situation in respect of fixation?
16 DR. BANERJEE: 16 DR. BANERJEE:
17 A. ldon't recall specifically discussing it, 17 A. Fixation, therewas till remaining problem.
18 other than that | didn't receive a very 18 Again, | didn't look at avery large number of
19 constructive response from the Minister. 19 dlidesfrom different hospitals. It'shard
20 COFFEY, Q.C. 20 to--hard for me to give you a general sort of
21 Q. Now Doctor, we understand that you did return |21 impression of how well the fixation issues had
22 to St. John’'s. If we could look, please, at 22 been dealt with, but | was under the
23 Exhibit P-21487? In particular, Doctor, | want 23 impression that they were certainly moving in
24 to take you to page three of this. These are 24 the direction of getting pathologists
25 notes of what is styled an exit meeting, April 25 assistants and | felt confident that the
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1 variability in fixation and tissue processing 1 A, Right.
2 would have been dealt with and clearly some of 2 COFFEY, Q.C.:
3 the improvement in immunohistochemistry was | 3 Q. And fixation and processing of tissues needs
4 related to better fixation, but it was not 4 to be standardized and the guidelines for
5 entirely resolved, from my recollection. 5 other hospitals, regarding fixation, had to
6 COFFEY, Q.C.: 6 come from somewhere, and perhaps be sent out
7 Q. And Doctor, during your second visit, do you 7 from St. John's?
8 recall whereit was you actually--like where 8 DR. BANERJEE:
9 you went? 9 A. Yes
10 DR. BANERJEE: 10 COFFEY, Q.C.:
11 A. Notredly. 11 Q. Thenthere are notesor referencesto Dr.
12 COFFEY, Q.C.: 12 Ejeckam’s comments. "Need to have a stipend
13 Q. Okay, you just--your second visit compared to 13 for director of immunohistochemistry. Need to
14 your first, was your second visit a shorter or 14 recognize workload. Need time for monitoring"
15 more focused? 15 that should perhaps be, "the lab and
16 DR. BANERJEE: 16 documentation need clerical support. Need
17 . I think it was, yeah, alittle shorter, but | 17 clerical support for document control,” which
18 think we were essentially in the same 18 is indicated to be supported by yourself.
19 locations as before when we were looking at 19 "Need cME," continuing medical education, "for
20 the dlides. 20 the techs. Need succession plans for younger
21 COFFEY, Q.C. 21 people into immunohistochemistry” and he goes
22 Q. Doctor, there’s anote here, or at least these 22 on fromthere, "preferably people” and he
23 notes, | understand that these are Dr. Cook’s, 23 describes the type of individual he'd be
24 he attributes the following comments to Dr. 24 looking in a succession plan, and attribute to
25 Ejeckam, and the notes do indicate Dr. Ejeckam |25 Dr. Ejeckam, "can start ER/PR immediately, and
Page 202 Page 204
1 was present. Actualy, well perhaps I'll 1 work on optimization of HER2/neu."
2 begin with what he attributes to you. 2 Doctor, your overall sense then, you
3 "Pleased to see recommendations have been 3 know, bearing in mind what you saw when you
4 implemented. Reviewed ER and PR stains. 4 camein April of 2006, and during the meeting
5 Stains are working," that may be okay, I’ m not 5 you had, the exit meeting, was what, compared
6 sure. "Lab isperforming as well as expected. 6 to what you’' d seen in September?
7 Good to see dedicated technologists. Good to 7 DR. BANERJEE:
8 see"--1 apologize, I'll just go up here. 8 A. Wadl,itwas muchimproved, and | think the
9 "Good to see dedicated medical supervisor of 9 results were interpretable and the whole issue
10 l[ab. Good to see external QA. Some 10 of internal controls had been addressed. So |
11 variability is afunction of tissue from other 11 felt that they were doing as well as most
12 hospitals, still present. 8. Need to set out 12 hospitals that I’ ve seen.
13 guidelines--or send out guidelinesto other 13 COFFEY, Q.C.
14 hospitals regarding fixation. 9. Fixation and 14 Q. Now here onthe second page of the notes,
15 processing of tissue needs to be standardized. 15 fourth page of the exhibit, toward the end,
16 10. No hesitation in restarting the lab" and 16 attribute to you, Banerjee saying "breast
17 in that context, you mean ER/PR? 17 pathologists must get together with
18 DR. BANERJEE: 18 oncologists to discuss ongoing issues'. And |
19 A. Right. 19 should point out that they attributed, above
20 COFFEY, Q.C. 20 that, certain comments during the meeting to
21 Q. Sol take it that suggests, at least to me, 21 Dr. McCarthy. "And have todo literature
22 Doctor, that you, during your visit, became 22 review to decide what cut-off to use or isto
23 aware that some of the tissueat least was 23 be" -
24 coming from other places? 24 DR.BANERJEE:

25 DR. BANERJEE:

25

A. Yes
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1 COFFEY, Q.C. 1 COFFEY, Q.C.
2 Q. - "to get on track, have to"--it says 2 Q. Andlooking at this, Doctor, it's aletter of
3 something to Ncic guidelines, 10 percent cut- 3 May 23rd, 2006 on page one of the exhibit and
4 off, need to get standards across the country, 4 it'sto Dr. Williamsand you send a copy of
5 set up a breast sitegroup, pathologists, 5 your report based on your last site visit,
6 radiologists, surgeons and oncology". So, was 6 your report on immunohistochemistry service.
7 it your view that they should set up a breast 7 We look at page two of this, cover page, May
8 site group here? 8 21st, 2006 and you've indicated, at the
9 DR. BANERJEE: 9 request of Dr. Williams, you reviewed the
10 A. Yes. 10 performance of the IHC lab on April 24th, 2006
11 COFFEY, Q.C. 11 in order to determine whether the quality of
12 Q. And in terms of the interaction of 12 IHC has improved since your last visit and
13 pathologists with oncologists, the advantage 13 "whether my previous recommendations have been
14 of abreast site group would be what, in that 14 implemented". You've aready addressed, just
15 regard? 15 now, your view as to whether it had improved.
16 DR. BANERJEE: 16 | take it here under the charts we have here,
17 A. Theadvantage would be that therewould be 17 Doctor, that follow, you simply listed your
18 appropriate forum for discussion about that 18 prior recommendations verbatim and made a
19 policies, guidelines about clinical decision 19 comment upon them.
20 making based on pathol ogy observations and how |20 DR. BANERJEE:
21 that should be reported and to make it 21 A. Right, yes.
22 standardized in terms of reporting. And aso 22 COFFEY, Q.C.
23 when there's debates about what is the 23 Q. AndI'll jussimply gothrough them. The
24 appropriate cut-off point for calling 24 first of them was theideaof pathologists
25 something positive or negative, that should be 25 subspecializing and you noted here, "in
Page 206 Page 208
1 based on athorough literature review which 1 progress’ you are advised at that point.
2 oncologists and pathologists have to do 2 DR. BANERJEE:
3 together to then decide whether they’ re going 3 A Yes
4 to useone percent or ten percent. Most 4 COFFEY, Q.C.
5 people are now using one percent as their cut- 5 Q. Onepathologist should be appointed as section
6 off. And again, the formation of the site 6 medica director for the IHC service, is
7 group allows a new development to be planned 7 recommendation number two. You noted,
8 for and new lab teststo beintroduced in a 8 implemented, Drs. Fontaine and Elms were
9 systematic manner. 9 appointed.
10 COFFEY, Q.C. 10 DR. BANERJEE:
11 Q. Exhibit P-0049, please. Doctor, was there 11 A. Right.
12 anything else of note during your timein St. 12 COFFEY, Q.C.
13 John’s that we haven't covered, that the 13 Q. Doctor, inthat regard, in terms of a person
14 Commissioner should know, do you think? 14 being the section medical director for IHC,
15 DR. BANERJEE: 15 from your perspective and you do have, |
16 A. Ithink theonly thing that perhaps didn't 16 gather, asignificant amount of experience as
17 come out during this discussion today was the 17 an IHC director yourself, what sort of
18 HER2/neu testing for herceptin therapy, that | 18 training or experience should such a director
19 felt was not ready to be restarted until they 19 have? Because | takeit, from timeto time,
20 had finished their validation against the gold 20 of course, thedirector will change, people
21 standard method in situ hybridization and I’'m 21 will move on or their term will expire. What
22 not sure exactly what happened with that, 22 sort of training should the person have?
23 whether that’s still not being offered locally 23 DR. BANERJEE:
24 or whether that’s already being offered. So, 24 A, |think that they definitely needto have
25 | don’t have much information on that. 25 spent some timein one of the reference

Page 205 - Page 208
Discoveries Unlimited Inc., Ph: (709)437-5028



July 30, 2008 Multi-Page™ Inquiry on Hor mone Receptor Testing
Page 209 Page 211
1 laboratories within the Us or in Canada to 1 was under discussion. Do you recall what the
2 make sure that they have understood what it 2 situation was, under discussion, why was it
3 will take them to be effective as a section 3 still under discussion or -
4 medical director and to be ableto helpthe 4 DR. BANERJEE:
5 technologist to troubleshoot and make sure 5 A. No,it's justthat | don't think they had
6 that when they select the technologists for 6 decided to make the switch yet because their
7 the lab that it's done with technical 7 existing antibodies seemed to be working
8 knowledgein mind. So, yes, | think that 8 better, So -
9 requires some additional training and it would 9 COFFEY, Q.C.:
10 depend on where they went and how quickly they (10 Q. And you had seen slides stained with the -
11 saw the full spectrum of even the 11 DR. BANERJEE:
12 histochemistry procedures and sign out with 12 A. Yeah
13 whoever is in chargeof the lab at the 13 COFFEY, Q.C.:
14 training site. So, it could be something that 14 Q. -recently then and from your perspective they
15 would take a month, maybe a couple of weeks |15 were fine?
16 depending on the volume going through that 16 DR. BANERJEE:
17 particular lab. 17 A. Yes
18 COFFEY, Q.C. 18 COFFEY, Q.C.:
19 Q. Doctor,is therea formal training program 19 Q. Paragraph 4 on the next page, | apologize, is
20 that you’ re aware of for a person who might be 20 the No. 4 recommendation. And then you've
21 a section medical director for an IHC service? 21 noted here, and this deals with the
22 DR.BANERJEE: 22 appropriate number of technologists being
23 A. No, thereisno such formal training, but it 23 dedicated to the IHC service and accountable
24 can be arranged through correspondencewitha |24 to the section medical director. You've
25 particular lab that you want to go and train 25 noted, "Implemented, three dedicated
Page 210 Page 212
1 at, somekind of visiting scientist kind of 1 technologists have been assigned to the
2 arrangement could bemade. We also run 2 service. However, a succession plan is
3 workshops at the annual meeting of the 3 required now inorder to minimize future
4 association which often covers details of 4 problems related to attrition due to
5 immunohistochemistry, but in the context of 5 retirements. The phenotype of future staff
6 specific tumour types and so on. 6 for this section should be based on their
7 COFFEY, Q.C. 7 knowledge based and minimum educational
8 Q. So, right now, such training, such as it 8 standards as thisareawill experience much
9 existsis on aninformal basis. 9 expansion and highly skilled staff are
10 DR. BANERJEE: 10 required for implementing new antibodies,
11 A ltis 11 probes of FISH, troubleshooting and
12 COFFEY, Q.C. 12 maintaining high standards. University
13 Q. And should involve areference laboratory. 13 graduates at Bsc or Msc level should be
14 DR. BANERJEE: 14 recruited and trained to perform IHC/FISH at
15 A. Yes 15 reputable laboratories." Daoctor, to your
16 COFFEY, Q.C. 16 knowledge arethere any standardsfor IHC
17 Q. Andthe extent of the period of time required 17 technologists?
18 would depend upon the individual pathol ogists 18 DR. BANERJEE:
19 background and experience to date. 19 A. No, there are not that | am aware of. | made
20 DR. BANERJEE: 20 this recommendation because this is a
21 A. Yes, right. 21 recommendation | make to any hospital labin
22 COFFEY, Q.C. 22 any part of the world because thisis an area
23 Q. Then in paragraph three here, the 23 that’ s expanding very rapidly, and as | said,
24 consideration should be given to switching to 24 asnew targeted therapiesbecome available
25 the sp-1and | take it, you’' ve noted here, it 25 it's going to be critical to do these tests as
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1 accurately as possible. And | think investing 1 DR. BANERJEE:
2 inwell trained technologistsis extremely 2 A. That'scorrect.
3 important, otherwise we will continue to have 3 COFFEY, Q.C.
4 problems with immunohistochemistry tests, 4 Q. Didyou make any inquiries, do you recall or
5 particularly the newer onesthat we will be 5 were you told at the time as to whether these
6 obliged to provide. 6 3 PAswho were being hired, had been hired and
7 COFFEY, Q.C.: 7 were being trained, met the CAP guidelines?
8 Q. Which, | gather, you anticipate that they have 8 DR. BANERJEE:
9 recently and will continue into the future to 9 . I don’'t remember the discussion specifically,
10 require more and more scientific knowledge 10 but | believe they hadn’t met the guidelines,
11 just to even understand what itis you're 11 but they could achieve that through additional
12 doing? 12 training.
13 DR. BANERJEE: 13 COFFEY, Q.C.
14 A Yes 14 Q. Paragraph 7, recommendation 7 is related to
15 COFFEY, Q.C.. 15 the Sakura processing system, you know, not
16 Q. Asatechnologist? 16 been implemented yet. Was there any
17 DR. BANERJEE: 17 discussion about that, do you recall?
18 A. Yes. Thedanger isthat if you don’t do that, 18 DR. BANERJEE:
19 you're at the mercy of the vendors of machines (19 A. No, and | didn’'t think that would
20 and reagents who will tell you that they have 20 significantly change theissue around ER/PR
21 worked out all the bugs and we just run with 21 testing. So, it wasn't that important.
22 it. 22 COFFEY, Q.C.
23 COFFEY, Q.C.: 23 Q. Paragraph 8 refersto, recommendation 8 refers
24 Q. And her, Doctor, paragraph, or recommendation |24 to the Ventana system and you’ ve noted here on
25 No. 5, this isthe tumour site pathologists 25 the right hand side, verify that ER and PR IHC
Page 214 Page 216
1 leaders must attend appropriate educational 1 qualities acceptable, HER2/neu staining still
2 and scientific conferences. You understood 2 to be validated using FisH as the gold
3 that was in progress? 3 standard, and you just referred to that
4 DR. BANERJEE: 4 earlier.
5 A Yes 5 DR. BANERJEE:
6 COFFEY, Q.C.: 6 A. Right.
7 Q. Ongoing medical education. "Pathologist 7 COFFEY, Q.C.
8 assistants should be hired and trained.” 8 Q. Whenyou say "acceptable” Doctor in relation
9 Y ou've noted it’s implemented, three PAS were 9 to ER/PRIHC quality, inthat context, what
10 hired. Andyou go on to say, "lssues around 10 does the word acceptable mean?
11 qualificationsand training to be discussed 11 DR. BANERJEE:
12 with senior human resource consultants, as 12 . Itmeans that if | wasto be the reporting
13 these are individuals who will perform 13 pathologist, | would accept the quality of
14 delegated medical tasks requiring a minimum 14 those slides and be able to report on them.
15 level of education (currently the Canadian 15 COFFEY, Q.C.
16 Association of Pathologists) guidelines 16 Q. From your perspective at thetime, did that
17 indicate that these should beat amaster’s 17 mean that they could not be better, they were
18 level, with formal training as PAS." 18 as good as they could get or -
19 DR. BANERJEE: 19 DR. BANERJEE:
20 A. Okay. 20 A. They could be better, but | didn’t feel that
21 COFFEY, Q.C. 21 we were missing anything that should have been
22 Q. So, the Canadian Association of Pathologists 22 positive.
23 did have, at that time, had guidelines asto 23 COFFEY, Q.C.
24 what the background should be for pathology 24 Q. Andinterms of being better, what would be
25 assistants. 25 required, what sorts of things, from your
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1 perspective, would have to be done? 1 A Yes
2 DR. BANERJEE: 2 COFFEY, Q.C.
3 A Wadll, I think thefinal stepisto get that 3 Q. ER andPR tests may be resumed effective
4 initial fixation tissue processing step 4 immediately. You were happy, satisfied
5 optimized and that would just make everything 5 certainly to recommend that, locally. Cut-off
6 more crisp. So, you'd get cleaner staining 6 thresholds for positivity should be based on
7 and easier to interpret slides. 7 current published consensus.  So, Doctor, in
8 COFFEY, Q.C. 8 relation to that, you weren't telling them or
9 Q. AndDoctor, recommendation 9 dealt with the 9 suggesting to them what that should be, | take
10 external quality assurance programsand you 10 it.
11 noted "implemented” and there had only beena |11 DR. BANERJEE:
12 single survey at that point. Inany case, | 12 A. | mentioned the fact that most labs had moved
13 take it, such external quality assurance 13 to the one percent cut-off.
14 programs, whether the cAp, the American oneor |14 COFFEY, Q.C.
15 UK NEQAS or any other for that matter wouldbe |15 Q. You told them that, but you weren't actually--
16 an ongoing process, you anticipated. 16 you didn’t commit that to writing in the sense
17 DR. BANERJEE: 17 of you would -
18 A. Yes Youcan't doitjustoncein awhile. 18 DR. BANERJEE:
19 It hasto be done regularly. 19 A. lthink therewas 4till a bit of a debate
20 COFFEY, Q.C. 20 going on with the oncologists asto what the
21 Q. Recommendation 10, had been consideration 21 cut-off shouldbe. So, | feltthat they
22 given to an organizational chart redesign in 22 needed to reach that conclusion themselves.
23 order to provide better joint technical and 23 COFFEY, Q.C.
24 medical accountability, planning and 24 Q. And you were recommending, look at the
25 communication.  You noted here "not 25 literature.
Page 218 Page 220
1 implemented”. Was that discussed, do you 1 DR. BANERJEE:
2 recall, this whole organization business when 2 A. Yes.
3 you were herein April? 3 COFFEY, Q.C.
4 DR. BANERJEE: 4 Q. Recommendation three, HER2/neu testing should
5 A. Itwasvery brief discussion. So, | basically 5 not be implemented until correlation of
6 concluded they hadn’t done anything about it. 6 results with FISH has been verified. Other
7 | wasn't clear whether they were planning to 7 established IHC tests for diagnostic purposes
8 do anything about it at the time. 8 may resume effect immediately. Was there some
9 COFFEY, Q.C. 9 issue of concern about the other IHC tests
10 Q. So, thediscussion was such that you couldn’t 10 that you were awareor areyou just saying
11 tell whether they were prepared to act on it 11 generally?
12 at that point? 12 DR. BANERJEE:
13 DR. BANERJEE: 13 A. Just generdly. | think when | looked at the
14 A Yes 14 didesonmy first visit, | would have been
15 COFFEY, Q.C. 15 concerned about continuing that service
16 Q. Andyoudon't recall any discussion about why 16 without improving the technology.
17 they might not have or what the abstinence or 17 COFFEY, Q.C.
18 - 18 Q. Continuing the IHC generally.
19 DR. BANERJEE: 19 DR. BANERJEE:
20 A. No. 20 A. That'sright.
21 COFFEY, Q.C. 21 COFFEY, Q.C.
22 Q. Under your recommendations herewhich, | take |22 Q. Unless they actually did the optimization
23 it, are one to nine are your current onesin 23 required?
24 thisreport at the time. 24 DR.BANERJEE:
25 DR. BANERJEE: 25 A. Right.
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1 COFFEY, Q.C. 1 NEQAS one involvesmany of the hospitals
2 Q. So, ! guess, onthat pointthen, Doctor, in 2 because it’s not only United Kingdom, but all
3 terms of that, when you'd been here in 3 the European countries participate in that.
4 September of 2005, did the 20 groupings of 4 So, the database that they have is
5 didesand the other thirty odd slides and 5 significantly larger than the American cap and
6 based upon the other, once you saw the other 6 | think thefrequency of the surveysis a
7 thirty, if they weren't going to do anything 7 little higher. So, there are more tests per
8 further about it to address the concerns you 8 year that you have to participate in.
9 raised, you would have had concerns about IHC. 9 COFFEY, Q.C.
10 DR. BANERJEE: 10 Q. Andif it'spossible, for an institution such
11 A. lwould have, but it'snot quitethe same 11 as Eastern Health’'s General Hospital to enrol
12 level of concern because the other tests are 12 in more than one. Isit -
13 not stand alonetests. They'rein context 13 DR. BANERJEE:
14 with the morphology and the clinical findings 14 A. Ohyes, not terribly expensive, reasonable.
15 inindividua patients and they’'re more of a 15 COFFEY, Q.C.
16 supportive evidence for making a 16 Q. So, potentialy, different ones have different
17 classification of the cancer asopposed to 17 strengths.
18 deciding whether or not a patient is going to 18 DR. BANERJEE:
19 get a particular drug. So, that's the 19 A. Yes.
20 difference between the two. 20 COFFEY, Q.C.
21 COFFEY, Q.C. 21 Q. Andwould be useful, if you can, to avail of
22 Q. And from your perspective, based upon what you 22 the strengths of al of them, that are
23 saw in your second visit in April of ' 06, you 23 available.
24 thought that the improvements not only had 24 DR. BANERJEE:
25 occurred in ER, but had occurred elsewhere and 25 A Yes
Page 222 Page 224
1 - 1 COFFEY, Q.C.
2 DR. BANERJEE: 2 Q. Intermsof external proficiency testing, at
3 A. That'scorrect. 3 the time, Doctor, between the period '97
4 COFFEY, Q.C. 4 through 2005, the General Hospital had been so
5 Q. -anyconcernsyou had about the other sorts 5 enrolled in externa proficiency testing,
6 of testsin September, had been aleviated by 6 might the problem have been detected at that
7 what you saw on your return. 7 point because of that?
8 DR. BANERJEE: 8 DR. BANERJEE:
9 A. Yes 9 A. | think it would have been detected,
10 COFFEY, Q.C. 10 certainly, | do.
11 Q. Recommendation 5, external quality assurance 11 COFFEY, Q.C.
12 should be continued indefinitely and you just 12 Q. Recommendation 6 deals with the succession
13 referred to that. In particular you refer to 13 plan and simply duplicates what it referred to
14 here, NEQASWhichis- 14 inthe chart above. Number 7, Doctor, is
15 DR. BANERJEE: 15 organizational structure design isrequired to
16 A. Yes 16 provide better technical and medical
17 COFFEY, Q.C. 17 accountability. So, you're reiterating your
18 Q. From your perspective, Doctor, we' ve referred 18 point there?
19 to the cAP approach, UK NEQAS; | gather there 19 DR. BANERJEE:
20 may even be others. Isthere any one or two 20 A. Yes
21 of them that are, from your perspective 21 COFFEY, Q.C.
22 superior or if it's possible, would you enrol 22 Q. And subspecialization for pathologists, you're
23 in the whole group? 23 continuing to urge that. And issues around
24 DR.BANERJEE: 24 qualification of pathologist assistants in
25 A. | think either of them are acceptable. The 25 training were to be discussed. Again, you're
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1 urging that they adopt the Canadian 1 and the CAP executive becoming interested in
2 Association of Pathologists guidelines, if 2 the issue of creating such anational program.
3 possible. 3 So weencouraged Dr. Gilksfrom Vancouver
4 DR. BANERJEE: 4 General Hospital and Dr. Torlakovic, who had
5 A. Yesandl think, you know, it takestime for 5 been working on this, have encouraged them to
6 that to happen across the country. So, most 6 submit a forma proposa to us.
7 centres have worked with their existing 7 Unfortunately, they focused on the more--the
8 technologists and got them trained with 8 classification type of immunohistochemistry,
9 pathologiststo do that particular job, and 9 as opposed to the predictive
10 they often do an excellent job, but | think 10 immunohistochemistry. So we actually advised
11 that whole system has to evolve to more formal 11 them to change their priority because we felt
12 level of education. 12 that the smaller subset of breast biomarkers
13 COFFEY, Q.C. 13 should be their first priority, rather than a
14 Q. Exhibit P-1143. Doctor, thisistwo e-mails, 14 second priority. So they have now created
15 on the bottom of thefirst page hereisJuly 15 such asystem and have actually sent out
16 12th, 2006. It’ s to yourself, copied to--it's 16 surveysto various hospital labs acrossthe
17 actually to yourself and Dr. Cook. The 17 country, and the initial results are
18 subject is Qc for immunoperoxidase and it’s 18 encouraging, but not all hospitals have
19 from Laurette Geldenhuys. 19 participated. So it requires further
20 DR. BANERJEE: 20 evolution.
21 A. Geldenhuys. 21 COFFEY, Q.C.
22 COFFEY, Q.C. 22 Q. And Doctor, this is, | take it, this
23 Q. Geldenhuys, | apologize, who is the section 23 encouragement that they go with or concentrate
24 head of cytopathology at the Qe 11 in Halifax. 24 initially on the--1 think what she would refer
25 She writes, "Diponkar and Don, | received 25 to here as class two tests?
Page 226 Page 228
1 these statements from Ermina Torlakovic. 1 DR. BANERJEE:
2 Since we discussed this issue in an executive 2 A. That'scorrect.
3 meeting recently, | thought you might find 3 COFFEY, Q.C.
4 these interesting. | attach”. And then if we 4 Q. Originaly, their proposal, as set out here,
5 go to the next page of the exhibit. There'sa 5 was that they would concentrate on class one
6 document entitled "Proposal for establishment 6 tests as described here?
7 of a national external quality assurance 7 DR. BANERJEE:
8 program  for clinical/diagnostic 8 A. That'scorrect.
9 immunohistochemistry” and thisthing goes on 9 COFFEY, Q.C.:
10 for anumber of pages. And covers the topics 10 Q. |takeitthat you, asyou just told us, they-
11 including classone, two and three tests, 11 -your suggestion was "look, we have--you
12 methods and describes and outline, at least, 12 should concentrate initially on class two."
13 or proposal for an organization that would be 13 They accepted that?
14 cdled ciQc. Doctor, what was this about? 14 DR. BANERJEE:
15 DR. BANERJEE: 15 A. Yes
16 A. Thiswas actually happening parallel, this 16 COFFEY, Q.C..
17 initiative had been started with two 17 Q. Andthey’ve moved onit?
18 pathologists, one from British Columbia and 18 DR. BANERJEE:
19 Dr. Torlakovic who had been thinking about the |19  A. Right.
20 whole issue of quality assurance, 20 COFFEY, Q.C.
21 immunohistochemistry and the lack of a 21 Q. Why the focuson classtwo, asopposed to
22 national system. So, they had been working on 22 class one tests, from your perspective? Why
23 thisfor a whileto come up with aproposal 23 the need to do class two first?
24 and it was very timely because of the 24 DR.BANERJEE:
25 situation we were dealing with in Newfoundland |25 A. Well, theclass two testsare those that
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1 actually trigger a specific medical decision. 1 A, That'sright.
2 Based on the test result alone, regardless of 2 COFFEY, Q.C.:
3 everything else, and therefore class one, 3 Q. And then paragraph 5.4, titled "national
4 which isreally an adjunct to morphologic 4 standardsfor laboratoriesand immunoperox”
5 diagnosis, doesn't trigger that specific 5 I’m sorry, "immunohistochemistry testing. Dr.
6 medical decision. So wefelt that if labs are 6 Banerjee noted that a hand-out was circul ated
7 having difficulty with immunohistochemistry, 7 regarding the proposal for the establishment
8 it's better to fix our effortsor focus our 8 of a national external quality assurance
9 efforts on those tests that make the biggest 9 program for clinical diagnostic
10 difference in medical decisions. So that was 10 immunohistochemistry.  The proposal was
11 why we chose class two. 11 prepared by Dr. Torlakovic,” | think you
12 COFFEY, Q.C.: 12 pronounced her name, "and Dr. Gilks. A quick
13 Q. And | take it that's a process of 13 review of the proposal brought forth a few
14 prioritization? 14 areas of concerns, in particular last
15 DR. BANERJEE: 15 paragraph on page four regarding the class two
16 A. Yes 16 testsand HER2. The memberswere asked to
17 COFFEY, Q.C.: 17 carefully read over the proposal and forward
18 Q. Doctor, if we could look, please, at Exhibit 18 their comments by e-mail to Dr. Banerjee. The
19 P-2273? Now Doctor, | believe thisis styled-- 19 need to develop a working group with the
20 thisisaportion of adocument that’s styled 20 medical and radiation oncologists, cancer
21 executive meeting July 15th, I think, 2006. 21 societies, CAPCA and CCQLM isin progress.”
22 Itemsfor discussion, and under--we go down 22 Now Doctor, in relation to this, thiswas
23 through the page here, there' s areferenceto 23 an executive CAP meeting, | takeit?
24 restructuring post graduate medical education, 24 DR.BANERJEE:
25 and | will be coming back to that with you. 25 A. Yes, itwas.
Page 230 Page 232
1 But, not this particular thing, as that 1 COFFEY, Q.C.
2 subject in general, but 5.2, quality 2 Q. Middleof '06, andthe proposa in question
3 benchmarks workload, and the following is 3 that wasbeing referred to here or being
4 attributed to you, "Dr. Banerjee noted that 4 circulated, | take it that’ s the one we saw or
5 CAPneedsto get some standards and the time 5 one similar thereto, the onewe just looked
6 isright to set some standards' I'm sorry, 6 at?
7 "and the timeisright to discuss with the 7 DR. BANERJEE:
8 provinces. A letter was sent to the 8 A. Yeah, I think it was the same proposal.
9 provincial pathology presidentsand to date, 9 COFFEY, Q.C.:
10 responses have been received from five 10 Q. Sameone, and you'vereferred to, or the notes
11 provinces." | know one of them isfrom Paul 11 here refer to "a few areas of concern,
12 Neil of Newfoundland and Labrador. "The 12 particularly the last paragraph on page four
13 purpose of the working group isto summarize 13 regarding class two tests and HER2."
14 al available published literature and 14 DR. BANERJEE:
15 international recommendations pertaining to 15 A. Right.
16 pathologist’ s workload, manpower planning, and |16 COFFEY, Q.C.
17 to develop a comprehensive national position 17 Q. Andisthat the concern you just referred to
18 paper on recommended pathologist workloadas |18 then?
19 applied Canadian medical practice. This needs 19 DR. BANERJEE:
20 to be discussed further and we brought forward 20 A. Yeah, | believethat was regarding which
21 to the old and new executive meetings.” 21 priority they had set for the national
22 So| takeit this isdealing with and 22 program.
23 trying to set some benchmarksfor workload 23 COFFEY, Q.C.
24 across the country? 24 Q. Which iswhat you just described.
25 DR. BANERJEE: 25 DR. BANERJEE:
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1 A Yeah 1 for them at the annual meetings.
2 COFFEY, QC. 2 COFFEY, QC.
3 Q. And needto develop a working group with the 3 Q. Exhibit P-2432.
4 medical and radiation oncologists, cancer 4 THE COMMISSIONER:
5 societies, CAPCA and CCQLM is in progress.” 5 Q. Mr. Coffey, we'll take the afternoon break
6 How did that go, Doctor? 6 after you deal with this one.
7 DR. BANERJEE: 7 COFFEY, QC.
8 A. Didn't govery well. Therewas someinitial 8 Q. Thank you, Commissioner. Thisisaletter,
9 positive responses back, but | think it’s the 9 Doctor, from the Canadian Cancer Society of
10 age-old problem as to who's driving the 10 August 25th, 2006. Actually, perhapsif |
11 process, and somebody else should be doing the |11 could, because | could deal with these both
12 work and "we will be happy to help out," that 12 together, Exhibit P-2433? Doctor, thisisa
13 sort of response. So it’svery difficult to 13 letter--it appears to be a form letter,
14 get people to look beyond their own particular 14 September 18th, 2006. It's for your
15 domain and look at the bigger picture. 15 signature. It's addressed to anumber of
16 There’salot of inertiaand | would say that 16 different agencies, Canadian Strategy for
17 we have not yet developed an effective working |17 Cancer Control and so on. They’'re dl listed
18 group, but there's still comments made 18 here at the bottom of the page, cc’ed to, and
19 whenever | talk to people or call them up or 19 it's regarding the establishment of national
20 meet them at meetings that "yes, yes, thisis 20 standardsfor laboratories
21 an important issue. Weneedto get toit," 21 immunohistochemistry testing. And if we could
22 but there'salot of inertia. 22 go back then to Exhibit P-2432? About three
23 COFFEY, Q.C.: 23 weeks before that, you had received this--or
24 Q. Doctor, here, if wecould, CAPCA is what? 24 letter dated three weeks before that, August
25 CACP--CAPCA iswhat? 25 25th 2006, from the Canadian Cancer Society.
Page 234 Page 236
1 DR. BANERJEE: 1 The subject isthe establishment of national
2 A. | believethat'sthe Canadian Association of 2 standardsfor laboratories
3 Provincial Cancer Agencies. 3 immunohistochemistry testing and they thank
4 COFFEY, Q.C.. 4 you for your letter about your interest in
5 Q. AndtheccQLMm? 5 collaborating with the Canadian Cancer Society
6 DR. BANERJEE: 6 and it's stated here that they "agree that
7 A. | can't quite remember what that stands for. 7 national standards are important for
8 COFFEY, Q.C.: 8 |aboratories. Pleasefee freeto contact
9 Q. Okay, and Doctor, herein the paragraph 5.5, 9 Paul Lapierre, who'sthe director of public
10 just a point for the Commissioner, to bring to 10 affairsand cancer control,” and there's a
11 her attention, there’s a membership update and 11 note here "Diponkar hasonly heard from csc
12 pathology assistants are referenced and "Dr. 12 and Dr. Bert Schacter”
13 Banerjee noted that there are 26 PAs who have 13 DR. BANERJEE:
14 joined cAP as associate members and indicated 14  A. Brent.
15 that it isencouragingto seethat so many 15 COFFEY, Q.C.:
16 joined.” So in terms of the pathology 16 Q. Brent, | apologize, Brent Schacter.
17 assistants and where they are in the medical 17 DR. BANERJEE:
18 world, they are invited to join the Canadian 18 A. Yeah
19 Association of Pathologists? 19 COFFEY, Q.C.:
20 DR. BANERJEE: 20 Q. Of cAPCA, and these are Dr. Cook’s notes, |
21 A. Yes, wefét that they needed to beinvited to 21 believe.
22 join so they could feel that they're part of 22 DR.BANERJEE:
23 the team, and not, you know, off on their own, 23 A. Yes, yes.
24 and there was alot of enthusiasm, so lots of 24 COFFEY, Q.C.
25 people joined up, and we have special programs |25 Q. So Doctor, I'm just going to bring those to
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1 your attention and we' [l come back then and | 1 opportunity of working collectively with you
2 want to take this up then to ask you afinal 2 on these national standards.” Now just before
3 set of questions. 3 I go on, Doctor, 940 pathologists, Canadian
4 DR. BANERJEE: 4 Association of Pathologists, are al Canadian
5 A. Thank you. 5 pathol ogists members of that association?
6 THE COMMISSIONER: 6 DR. BANERJEE:
7 Q. Afternoon break. 7 A. No, they'renot.
8 COFFEY, Q.C. 8 COFFEY, Q.C.
9 Q. Thank you, Commissioner. 9 Q. Soapproximately how--what proportion would
10 THE COMMISSIONER: 10 be?
11 Q. Thank you. 11 DR. BANERJEE:
12 (BREAK) 12 A. | think probably just over half.
13 THE COMMISSIONER: 13 COFFEY, Q.C.
14 Q. Please be seated. Mr. Coffey. 14 Q. Sothat would meanthat there, at leastin
15 COFFEY, Q.C.: 15 " 06, probably were under 2,000 pathologistsin
16 Q. Thank you, Commissioner. Doctor, | wantedto |16 Canada?
17 ask you then, if | could, Doctor, about really 17 DR. BANERJEE:
18 the subject matter of the caption of these two 18 A. Yes
19 letterswe just looked at before the break, 19 COFFEY, Q.C.:
20 establishment of national standards for 20 Q. Yougo onto say then, went on to say, "at the
21 laboratories and immunohistochemistry testing. |21 moment, there are different tests, systems and
22 In particular, if we could look at Exhibit P- 22 applications used across the country with
23 2433? Here, Doctor, and | takeit, did you 23 little or no consensus on quality assurance,
24 send this letter on actually afterward, 24 inconsistent protocols, valuable criteria’--
25 Doctor? 25 I'm sorry, "variable criteria for
Page 238 Page 240
1 DR. BANERJEE: 1 interpretation. Thisisavery high risk area
2 A Yes 2 and by not having national standards on
3 COFFEY, Q.C. 3 quality assurance, we will be looking at high
4 Q. Andtothebodieslisted at the bottom here? 4 costs down the road. We strongly feel that
5 DR. BANERJEE: 5 the government needsto be made aware of the
6 A. Thatiscorrect. 6 importance of having national quality
7 COFFEY, Q.C.: 7 assurance of laboratories, laboratory tests
8 Q. |takeitthat this grouping listed under the 8 and the interpretation of the results. Our
9 cc here arein effect, in one sense, awho’s 9 planisto form a coalition working group to
10 who of cancer treatment throughout the 10 develop national standards for laboratories,
11 country? 11 particularly for immunohistochemistry testing.
12 DR. BANERJEE: 12 This group consists of several stakeholders®
13 A. Thatiscorrect. 13 and you'velisted them below, "would then
14 COFFEY, Q.C.. 14 prepare abusiness plan and present thisto
15 Q. Not necessarily exhaustive, but certainly a 15 the government asa group. We believe by
16 who’ swho. 16 working together, our voice will be heard and
17 DR. BANERJEE: 17 acted upon by government. An additional item
18 A. Right. 18 for discussion isthe timely introduction of
19 COFFEY, Q.C.: 19 biomarker testsin order to facilitate patient
20 Q. You've written then, Doctor, that "the 20 selection for targeted therapies across the
21 Canadian Association of Pathologists, 21 nation with aclear national process for
22 representing over 940 pathol ogists, wishes to 22 evidence based decision making and a
23 develop anational external quality assurance 23 consistent mechanism of credentialling and
24 policy in laboratory  medicine 24 funding laboratories to perform these
25 immunohistochemistry and would welcome the |25 medically necessary tests. Failure to address
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1 this will lead to inconsistent access to 1 decisions about individual patients requires a
2 targeted therapies and inappropriate therapy 2 complete redesign. Inthe cancer field, if
3 or denial of therapy triggered by false 3 you look at drug-based therapiesin general,
4 positive or false negative tests respectively. 4 not just in oncology, it is known that about
5 I will follow thisup with aphone call to 5 40 percent of drugsdon't actually work. If
6 discuss the possibility of collaboration. In 6 you look at oncology acrossthe spectrum of
7 the meantime, please feel free to contact me" 7 cancer types, 75 percent of drugs don’t work.
8 at your e-mail address "with any questions and 8 In other words, thereisno clinical benefit.
9 comments. The Canadian Association of 9 And the problem is due to the fact that drugs
10 Pathol ogists looks forward to working withyou |10 are approved on the basis of clinical trials
11 on thisimportant and much needed policy. 11 and the outcome of that clinical trial may
12 Sincerely yours." 12 show abenefit to agroup of patients. But
13 Now Daoctor, I'm going to ask you a 13 what human genomics had taught us is that each
14 guestion and then I’ m going to let you answer, 14 individual has his or her own characteristics
15 continue as—-and | would ask you in asfull a 15 ontop of what the cancer genestell you so
16 manner as you can possible, how had these 16 that even if adrug workson, say, 25 percent
17 state of affairs come about? How had we come |17 of patientsin a particular category, we don’t
18 to this point in the middle of 20067? 18 know exactly why it worked and why the 75
19 DR. BANERJEE: 19 percent that didn’t respond did not respond.
20 A. Wdll, I think partly it'srelated to how 20 But there’ s clearly evidence coming out that
21 knowledge is generated, how knowledge is 21 there's something about the genetics of the
22 appliedto clinical care and how different 22 tumour itself and the patient that actually
23 specialty groups, professional groups look 23 influences how they respondto aparticular
24 after cancer patientsand how they interact. 24 drug. So theindustry in terms of the
25 So in general | would say that medical 25 pharmaceutical industry is moving towards
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1 discoveriescome at usat arate beyond our 1 targeted therapies, ie, they target a
2 capacity toimplement because thereis no 2 particular gene or the product of that gene
3 formal process by which we review the evidence 3 with the hope of having more effective
4 for changing practice, whether it’s radiation 4 therapies. At the same time they realize that
5 oncology, medical oncology, al of them face 5 that therapy cannot work for everyone unless
6 the same problem, pathologists face the same 6 they express thetarget inthe tumour, and
7 problem. It’'sthe rate at which basic science 7 they don’t all express the target, so what you
8 discoveries are going to impact clinical care 8 need is some processby which we identify
9 has reached a point where the application of 9 those patients that expressthe appropriate
10 discoveries is going to be the biggest 10 target and thereforewould be eligible for
11 bottleneck we have, and that is largely 11 therapy using those targeted therapies. That
12 historically related to how research is 12 meansyou haveto thendesign atest that
13 funded, how clinical careisfunded and the 13 looks at the target to make sure it accurately
14 validation process in between the research 14 reflects the presence of that target inthe
15 discovery and the application to clinical care 15 tissueand it withstands formalin fixation,
16 isfunded. Andthisis trueworld wide; I'm 16 al of that sort of stuff. So that process by
17 not blaming Canadian granting agencies, but 17 which we validate a research finding and make
18 Canadian granting agencies fund basic research 18 it apractical kind of test for clinicialsto
19 and they fund clinical trialswhich are, in 19 make decisions onis not funded by anyone,
20 essence, testing new drugs against standard 20 nobody funds it, not the granting agencies,
21 therapy to seeif they’re any better. What's 21 not the hedth care systems. It's a
22 happening now is because of the human geno 22 completely neglected area of development. So
23 project. The knowledge of human genomicsand |23 what we try and do is, again, using evidence-
24 the fallout of that is such that we know that 24 based decision making, look at options whereby
25 our current practice in making medical 25 we can introduce those tests without a clear
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1 funding mechanism for it. Sowe might say 1 COFFEY, Q.C.:
2 we'regoing to replacethisold test with a 2 Q. Doctor, just in aconcrete way here on this,
3 new one and hopefully can do it for the same 3 as an example, Herceptin.
4 money or less, automated, etcetera. It'sa 4 DR. BANERJEE:
5 hit or miss game; and there isno processin 5 A. Right.
6 any province that actually has alogica step 6 COFFEY, Q.C.:
7 wise decision-making process that saysif the 7 Q. Targeted therapy and the HER2/neu.
8 medical oncologists now want to bring in 8 DR. BANERJEE:
9 another targeted therapy against whatever 9 A. Right.
10 cancer, that that process by which the 10 COFFEY, Q.C.:
11 government decides to approve that therapy and 11 Q. Herceptin being approved and | think -
12 fund it hasto be packaged with a patient- 12 DR. BANERJEE:
13 selection testing process. Right now it isn’t 13 A. Andthetest -
14 packaged that way, so they might approve the 14 COFFEY, Q.C.:
15 drug, but when thelabsask for the funding 15 Q. - we ve seen some evidence that it happened in
16 for the test, they say, sorry, we don’t have 16 Newfoundland, for example, at one point in
17 any money for you guys, just figure it out 17 this scenario that we've heard. And you're
18 yourselves. Well, that may have worked in the 18 saying that, well,, okay, it's all very well
19 past because of, you know, getting rid of 19 and good to fund Herceptin, to agree to make,
20 obsolete tests and improving efficiencies, but 20 accept the oncologists’ proposa that that be
21 labs across the country have gone through all
22 the efficiency gains, they’ve down sized,
23 etcetera, etcetera, so that buffer zoneis no
24 longer available. So | keep arguing with our
25 oncologists saying that the next time you ask
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1 for anew drug and it requires apredictive 1 done?
2 test, you should package your request 2 DR. BANERJEE:
3 appropriately sothe test isalso funded, 3 A. Um-hm.
4 whichisa very, very small fraction of the 4 COFFEY, Q.C.:
5 total cost of that particular therapy. 5 Q. But what about the HER2, funding the HER2/Nneu
6 tests required to decide whether the
7 individual patients should, or it's
8 appropriate to give them?
9 DR. BANERJEE:
10 A. That’scorrect.
11 COFFEY, Q.C.:
12 Q. Herceptin?
13 DR. BANERJEE:
14 A. Right.
15 COFFEY, Q.C.:
16 Q. Isthat an example of -
17 DR. BANERJEE:
18 A. That is the, that's the primary example,
19 that’ s the prototype of what’sto come.
20 COFFEY, Q.C.:
21 Q. Okay. | apologize -
22 DR. BANERJEE:
23 A. And governments have not understood the issue.
24 So a $45,000 drug is funded which you multiply
25 by the number of patients available for the
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1 drug, it'sin the millions of dollars. The 1 A. Yeah, | think it's because athough we have
2 test itself may cost less than $100 per 2 organized cancer systems in various provinces
3 patient and that doesn’t get funded. So 3 that the individual specialties within a
4 what’sthelogic in that? 4 cancer care delivery system tend to focus on
5 COFFEY, Q.C.: 5 their particular subspeciality. They don't
6 Q. I’'msorry, Doctor, | interrupted you. 6 necessarily wish to address the system
7 DR. BANERJEE: 7 approach and the way they are funded
8 A. So since hedlth care is a provincia 8 influencesthat. So if amedical oncology
9 jurisdiction that there’ s variability in how 9 department needs funding for a new drug, there
10 provincial ministriesof health deal with 10 isaprocess for them to fight for funding,
11 these kinds of issues, | would say that it has 11 and they will do it regardless of whether or
12 been not a systems approach but more like an 12 not the testsrequired for that drug is
13 ad hoc approach, soif you make a case, you 13 required to be established in thelab. So
14 might get the money, the drug gets funded but 14 Herceptin got approved in British Columbia
15 the test is not funded. Some provinces have 15 beforewe had any funding for thetest. So
16 funded the test. In British Columbia itis 16 the next drug that they’ll go after will have
17 not funded, so we have had to find resources 17 the same problem and then what will happen is
18 from within the budget to do it. That means 18 wewill say, well, wedon’t havethe test
19 probably denying something else that we could |19 established, it's not funded, we can’t offer
20 be doing for other patients’ benefits. So 20 it toyou, sothenthey’ll haveto send all
21 thishasto be addressed across the country 21 that stuff to the United States to some other
22 and there has to be an understanding of the 22 lab that has the test set up and that’ s going
23 future of cancer therapy is going to be more 23 to cost us probably three times what it would
24 and more targeted. There are approximately 24 cost usto provide thetest locally. So all
25 2600, probably more than that by now, new 25 of this isgoing to come to ahead unless
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1 drugsin the pipeline in development which is 1 people arewilling to look at the entire
2 all targeted types of therapies, so each one 2 systemin some kind of logical manner and
3 of them will need a test for patient 3 ministries have to fund patient care in amore
4 selection. Now, who'sgoingto do that and 4 holistic manner as opposed to, well, we have
5 how well isit going to be done? And if the 5 only so much money, we'll give you this amount
6 patients know that, you know, they're all 6 of money for the drugs and you worry about,
7 desperate for something that’'ll work, and if 7 you know, how you're goingto pay for the
8 they know that is the test result that 8 pharmacists, the nurses to deliver the drugs,
9 influences the decision whether or not they 9 that's your problemand for the labs to
10 get the drug and there’' s no quality assurance 10 provide the test, that's your problem. Well,
11 in the system - 11 you know, there isn’t enough money in the
12 COFFEY, Q.C. 12 system for us to keep adding to the burden of
13 Q. Inrelationto the test? 13 the lab without giving something else up. And
14 DR. BANERJEE: 14 we have reached apoint wherewe can't give
15 A. - they'll go shopping for a labthat can 15 anything up without affecting other patients
16 produce a positive result. And who knows 16 in their care.
17 whether that’ sareal positive, you know. So 17 COFFEY, QC.:
18 | think it's, it’sahuge risk to patientsin 18 Q. Doctor, other than--just looking at the
19 not addressing this problem. 19 second-last paragraph of your letter and, of
20 COFFEY, Q.C. 20 course, even thinking about Herceptin and the
21 Q. And how hasit come about, Doctor, that from 21 HER2/NeU test, testing process, in principle
22 your perspective there have been at least not 22 redly is thereany difference between the
23 the appropriate efforts to addressiit at least 23 target therapy of Tamoxifen or any Aromatase
24 - 24 inhibitor -
25 DR. BANERJEE: 25 DR. BANERJEE:
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1 A. No, it'sthe same principle - 1 too. Soif | wasrunning a private sector
2 COFFEY, Q.C. 2 lab, I would bill the government for the work
3 Q. - and ER/PR, the ER/PRin that world function 3 I would do and | would get paid, so it's
4 is the correspondence to the HER2/neu test and 4 volume sensitive funding. If | workin a
5 the Tamoxifen corresponds to the Herceptinin 5 public sector hospital lab, then, particularly
6 terms of the targeted - 6 the cancer agency, everything wedois not
7 DR. BANERJEE: 7 billable to the government, it’s block funding
8 A. Yes, it'sthe same principle. 8 and the block funding was based on when the
9 COFFEY, Q.C. 9 cancer agency wasfirst created in 1935 or
10 Q. Same principle. 10 something like that, and then there was some
11 DR. BANERJEE: 11 incremental funding on an annual basis out of
12 A. One could ask why wasthis not anissuewhen |12 which administrators would decide how much the
13 Tamoxifen and ER became relevant in breast 13 lab got and how much everybody else got, et
14 cancer and part of itis that it happened 14 ceterg, et cetera. Sothebasic problemis
15 during an erawhere budgets were reasonable 15 there is no volume sensitive funding
16 and annually the increments were reasonable, 16 mechanism, thereis no process by which you
17 but that’s no longer the case. Also, the drug 17 add new tests to the fee schedule. In some
18 costswere quitelow. Tamoxifenis not an 18 provinces, there isno fee schedule; other
19 expensive drug compared to Herceptin or the 19 provinces thereare. InBritish Columbia
20 new targeted therapies. Those arein the tens 20 there’s a fee schedule for certain tasks, but
21 of thousands per patient. So that, you know, 21 not others, so it'sa hodge-podge of things.
22 the economics of the argument are 22 Compare that with the American system,
23 significantly different now. 23 everything is billable and everything is
24 COFFEY, Q.C. 24 listed and there is a consensus on the cost of
25 Q. Doctor, in respect of the ER and PR testing, 25 every test because there' sadaily or at least
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1 you pointed out there are different test 1 annual battle between insurance companies and
2 systems and applications, | takeit, with 2 the health care providers, but at least there
3 little or no consensus on quality assurance, 3 issome volume sensitivity. Wedon't have
4 inconsistent protocolsand variable criteria 4 that in Canada.
5 for interpretation. Would that apply in 5 COFFEY, Q.C.:
6 Canadato ER and PR? 6 Q. Doctor, | want to ask you about the matter of
7 DR. BANERJEE: 7 the Royal College of Physiciansin Canada,
8 A. Oh, yes, yes. 8 okay, in termsof whether or not they are
9 COFFEY, Q.C.: 9 involved, at least from your perspective or
10 Q. And how can, again, looking back on it from 10 have been to date involved in the concerns or
11 your perspective having worked in pathology in |11 trying to addressthe concernsfor example
12 Canadafor decades, how had that come about in |12 raised in the letter whichison the screen
13 an erawhen even at times going back at one 13 here.
14 point there was money, perhaps going back to 14 DR. BANERJEE:
15 the’80s, how could there be a situation where 15 A. Absolutely not, the Royal College has not been
16 IHC, ER/PR testing gets introduced, utilized, 16 interested in the practise of subspeciality or
17 but it varies, asit does, | gather, across 17 the speciality groups, other than their
18 the country, different approaches, you know, 18 certification and now continuing education
19 no requirement for quality assurance, external 19 towards maintenance of certification; however,
20 proficiency testing, how could that come 20 they have not been involved in manpower
21 about? 21 planning. They havenot beeninvolved in
22 DR. BANERJEE: 22 creating a more dynamic curriculum for
23 A. Because no one takes responsihility for any of 23 training of pathologists. Thereis still
24 those issues and the, if you look across the 24 training in the mode that we train peoplein
25 country how labs are funded, that’s variable 25 the early 60's and 70's and the newer
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1 technologies are considered, new technologies 1 COFFEY, Q.C.:
2 that require maybe some elective time during 2 Q. AsdotheAustralians.
3 training and perhaps some of them have matured 3 DR. BANERJEE:
4 to the point of being mandatory, but they are 4 A. Yes.
5 fairly short training periods and it's 5 COFFEY, Q.C.:
6 insufficient for these programsto actually 6 Q. And your understanding iswhat thenin terms
7 generatetrained pathologists who are fully 7 of what sorts of activities are those colleges
8 versed in these technologies, that is 8 involved in, in comparison to the situation in
9 something they have to learn after their Royal 9 Canadafor pathologists.
10 College certification, so that they do through 10 DR. BANERJEE:
11 informal connections with reference 11 A. Well those colleges areinvolved in setting
12 laboratories or fellowship training beyond the 12 the curriculum for training programs, they’re
13 Royal Collegetraining et cetera. It's not an 13 involved in setting the examinations,
14 organized system. The Royal College and the 14 certification of pathologists and also running
15 Canadian Association of Pathologists have over 15 quality assurance programs which are
16 the years had significant differences of 16 mandatory, particularly in Australia. Inthe
17 opinion on the future of pathology and we 17 United Kingdom, I’'m not surewhether it's
18 continue to have those discussions. There's 18 entirely the role of the Royal College or
19 been atrend recently to go against the whole 19 their other NEQAS group is probably an
20 evolution of subspecialization, the Royal 20 independent, but same faculty involved in that
21 College feeling that they need fewer 21 effort. Inthe Australian Roya College, they
22 specialities and fewer subspecialties and we 22 do all of the quality assurance, licensing of
23 feel the opposite, that for good patient care, 23 |aboratories across the country, so they are
24 we actually needto specialize even more 24 very much involved in that and that’'s
25 because the knowledge base required for 25 mandatory. Americans have asimilar system,
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1 generalistsis so hugethat they cannot keep 1 the College of American Pathologists are
2 up with everything, so that’s something we' ve 2 involved in accrediting labs and inspecting
3 challenged the Royal College on on anumber of | 3 labs, et cetera, soit’'sa national process
4 occasions and we' ve had some positive response | 4 which works very well.
5 from them. They reversed some decisions 5 COFFEY, Q.C.:
6 recently, but they still haven’t grasped the 6 Q. Inthosethree other countries.
7 whole issue of quality assurance and lab 7 DR. BANERJEE:
8 medicine as their responsibility, unlikethe 8 A. That'sright.
9 British Royal College of Pathology and the 9 COFFEY, Q.C.:
10 Australian College of Pathology who are not 10 Q. Andthat’snot true in Canada?
11 just involved in education, but they actually 11 DR. BANERJEE:
12 have significant programs in quality assurance 12 A. No.
13 across the country. 13 COFFEY, Q.C.:
14 COFFEY, Q.C.: 14 Q. Now, Doctor, having sent out your letter, what
15 Q. | wasgoing toask you about that point, 15 happened?
16 Doctor, because what the situation isto your 16 DR. BANERJEE:
17 knowledge or your understanding in, for 17 A. | got afew responses, some, | think just one
18 example, the uk and Australiain that regard, 18 in writing, a couple by telephone indicating
19 in terms of the colleges. For examplein the 19 an interest in theissue. There were quite a
20 UK, the pathologists in the UK, are they part 20 few that did not respond.
21 of the college at large or do they have their 21 COFFEY, Q.C.:
22 own college? 22 Q. Doctor, | wanted to ask you about, perhaps if
23 DR. BANERJEE: 23 you could give a brief overview to the
24 A. They have their own college, as do the 24 Commissioner of how the BC Cancer Agency
25 Australians. 25 operates in terms of its involvement
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1 throughout British Columbia, and particularly 1 it, a a stage where they already have

2 in relation to pathol ogists and pathologists 2 metastatic diseased, then wedon’t believe

3 work, not only in the urban areas, but in the 3 that we would provide any value to the

4 more rural or less urbanized areas, how does 4 management of that patient through the review

5 that work? 5 process. So each tumour group, so there are |

6 DR. BANERJEE: 6 believe 14 different tumour groupsin the

7 A. Soasyou know, the British Columbia Cancer 7 cancer agency dealing with particular organ

8 Agency is aprovincia entity, it provides 8 sites where cancers occur, and through those

9 cancer care for patients throughout the 9 tumour groups, guidelines have been devel oped
10 province. They are predominantly designedas |10 interms of what happens when a patient is
11 treatment centres, so radiation therapy, 11 referred to a cancer centre for therapy and
12 medical oncology, chemotherapy or systemic |12 whether or not a pathology review is required
13 therapy asthey call it, they are not really 13 and those are all posted on the website, it's
14 involved in theinitial diagnosis or surgical 14 publicly available. So for breast cancer they
15 procedures, those are done outside of the 15 have particular rules; for lymphomathere are
16 cancer agency. They don't have any 16 particular rules, et cetera.

17 jurisdiction over that, so they don’t have any 17 COFFEY, Q.C.:
18 jurisdiction over the pathology quality in the 18 Q. So the cancer agency of which you’ re the head,
19 various hospitals where the surgery is being 19 you'reinvolved in accrediting, did you use
20 done. However, aswe have discussed earlier, 20 the word "accrediting” of certain
21 the oncologists over anumber of years have 21 pathol ogists?
22 realized that there are significant problems 22 DR. BANERJEE:
23 with some of the reportsand it'shard to 23 A. Credentialing.
24 predict which report has a problem by reading 24 COFFEY, Q.C.:
25 the report, by looking at the dlide, so we now 25 Q. | apologize, credentialingis theword, |
Page 261 Page 263

1 have a policy that requires some central 1 thought | had it wrong.

2 review or review, not necessarily centrally, 2 DR. BANERJEE:

3 but by pathologists who are credentialed as 3 A. Wedon't accredit the labs.

4 consultants to the cancer agency that may be 4 COFFEY, Q.C.:

5 working out of other hospitals, like Vancouver 5 Q. No, | appreciate--so the credentialling of

6 General Hogspital, et cetera  So those 6 individual pathologists who--and the effect

7 individuals are specifically credentialed and 7 then of you credentialling them is what?

8 | havearolein selecting those individuals 8 DR. BANERJEE:

9 and credentialling them through the Medical 9 A. Number one, that they are accountable to the
10 Advisory Committee and the hospital board, et 10 cancer agency and if they arethe primary
11 cetera. That means that we have jurisdiction 11 pathologist who signsout areport after a
12 over their practice, in terms of the review of 12 surgical procedure, then we would accept that
13 pathology or signing out of pathology for 13 report without further review, unless an
14 cancer patients, however, wedon’'t have any 14 oncologist wishes to have it reviewed, for
15 jurisdiction over pathologists in other 15 whatever reason and it’stheir right to ask
16 hospitals and therefore, we have this policy 16 for that review.

17 of second opinion type review, take another 17 COFFEY, Q.C.:

18 look at the dlides, the original slides from 18 Q. Andif you receive areport from a pathol ogist
19 various hospitals and issue a review report 19 that is not credentialed by your organization,
20 which may or may not change the interpretation |20 then there is a second look -

21 of a particular case or change the medical 21 DR. BANERJEE:

22 management of a particular case. Now we don’'t 22 A. A secondlook as long asit follows the
23 review every cancer patientin the province 23 guidelines for that (unintelligible) group, we
24 because, as| said, if they’'re presentingin 24 don’t look at everything.

25 fairly late stages, the initial diagnosis of 25 COFFEY, Q.C.:
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1 Q. Andthisis pursuant to an understanding or an 1 the questions | have.
2 agreement you had with the oncologist groups. 2 THE COMMISSIONER:
3 DR. BANERJEE: 3 Q. Thank you. Mr. Pritchett.
4 A. That’scorrect. 4 MR. PRITCHETT:
5 COFFEY, Q.C.: 5 Q. Thank you, Commissioner, | don't have any
6 Q. Doctor, | haveone other actual question | 6 questions for this witness.
7 wanted to ask you about, one other topic, you 7 THE COMMISSIONER:
8 did indicate to usthat, and certainly while 8 Q. Mr. Simmons.
9 you wereinvolved in St. John’sin 2005 and 9 MR. SIMMONS:
10 2006, you weren't aware of Ms. Wegrynowski’'s 10 COFFEY, Q.C.:
11 involvement. 11 Q. Thank you, Commissioner.
12 DR. BANERJEE: 12 DR. DIPONKAR BANERJEE, EXAMINATION BY DAN SIMMONS
13 A. That’s correct. 13 MR. SIMMONS:
14 COFFEY, Q.C.: 14 Q. Good afternoon, Dr. Banerjee. We met
15 Q. And | understand that yesterday, | believe you 15 yesterday. I'm Dan Simmons, I'm the lawyer
16 had the opportunity to receive acopy of her 16 here for Eastern Hedlth. | have a few
17 reports? 17 specific things | want to follow up with you,
18 DR. BANERJEE: 18 but first | wantto thank you for your
19 A. That'scorrect. 19 detailed and thoughtful evidence that you have
20 COFFEY, Q.C.: 20 given so far, because I’'m sureit’s going to
21 Q. And you have reviewed them? 21 be of quite abit of assistance to the
22 DR. BANERJEE: 22 Commission. When you came here for the first
23 A. Yes. 23 visit in the fall of 2005, you' ve told us how
24 COFFEY, Q.C.: 24 you reviewed about 20 of the slides or cases
25 Q. | appreciate at timesit may be difficult to 25 that had originally been tested using the bAkO
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1 tell what one might have done in hindsight, 1 autostain or technology and before your
2 but if you had been provided with copies of 2 arrival had been retested on the Ventana
3 those reports back in 2005 and 2006, would it 3 technology. And | understand that you had the
4 have made any difference to your approach? 4 opportunity, went to explain to look at the
5 DR. BANERJEE: 5 original didefrom thefirst test and then
6 A. | don't think it would have made a difference 6 the subsequent slide.
7 to my conclusions, but | think 1 would 7 DR. BANERJEE:
8 certainly have preferred to have seen that 8 A. That'scorrect.
9 report because perhaps some of my 9 MR. SIMMONS:
10 recommendationswould have beenin greater |10 Q. Andthe H&E didesalso?
11 detail, particularly on thetechnical side. 11 DR. BANERJEE:
12 So itwould have helped, but the overall 12 A. Yes.
13 impression of the problem would not have 13 MR. SIMMONS:
14 changed. 14 Q. Andfrom looking at your report, what you
15 COFFEY, Q.C.: 15 described in your report is that you were of
16 Q. Would not have changed. Fixation, better 16 the understanding that those cases originated
17 education, internal controls - 17 in 2002, that theinitial tests were donein
18 DR. BANERJEE: 18 the year 2002 and had then retested prior to
19 A. Right. 19 your visit?
20 COFFEY, Q.C.: 20 DR. BANERJEE:
21 Q. Optimization of stains. 21 A. | wasn't quite sureof the date of the
22 DR. BANERJEE: 22 original testing for some of those cases. |
23 A. That iscorrect. 23 did look at the numbers or recorded the
24 COFFEY, Q.C.: 24 numbers.
25 Q. That whole approach. Commissioner, they are |25 MR. SIMMONS:
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1 Q. Right, and we've seen other evidence here at 1 the DAK O technology.
2 the Commission to know which cases had been | 2 DR. BANERJEE:
3 retested by the time of your arrival and the 3 A. That'scorrect.
4 majority of them werein 2002, there were a 4 MR. SIMMONS:
5 small number that were from some other years. 5 Q. Anddo | understand correctly that that was a
6 DR. BANERJEE: 6 conclusion you were able to make because there
7 A. Uh-hm. 7 had been achangein test results when those
8 MR. SIMMONS: 8 same blocks were retested on the Ventana
9 Q. Wealso know that the time period for which 9 system?
10 retesting was later done at Mount Sinai 10 DR. BANERJEE:
11 covered from 1997 al the way up to 2005 and 11 A. That'scorrect.
12 I’m just wondering if when you were here, if 12 MR. SIMMONS:
13 you made any effort or if you were asked to 13 Q. Andsothat was not--you couldn’t look at a
14 make any effort to review any larger time 14 slide and say there was bad antigen retrieval
15 period other than that? 15 here, you had to deduce that from the change
16 DR. BANERJEE: 16 in the results?
17 A. No. 17 DR. BANERJEE:
18 MR. SIMMONS: 18 A. Not entirely correct as a statement, because
19 Q. Okay. Sothat the conclusionsthat you drew 19 thefact that the internal control, benign
20 regarding the reasons for the failure of the 20 epithelium of the breast were, the results
21 original test, would it befair to say that 21 were negative which would tell you that
22 those would be based on what you saw for the |22 potentially two explanations or combinations,
23 time period from which those particular 20 23 fixation, antigen retrieval or both.
24 cases came? 24 MR. SIMMONS:
25 DR. BANERJEE: 25 Q. Right.
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1 A. That’scorrect. 1 DR. BANERJEE:
2 MR. SIMMONS: 2 A. And when you switched platforms, it became
3 Q. And you've described for us how you were able 3 clear that the staining protocol optimization
4 to tell by looking at those cases that there 4 was a significant factor because the Ventana
5 were issues with the fixation of the tissue 5 machine could create a positive result and
6 that had been used in the testing process that 6 something was negative earlier on the other
7 you were able to see when you reviewed those 7 platform.
8 dlides. 8 MR. SIMMONS:
9 DR. BANERJEE: 9 Q. Would it be afair inference to draw from your
10 A. That'scorrect. 10 observations that either the antigen retrieval
11 MR. SIMMONS: 11 or the staining optimization or both in use
12 Q. So that tissue would have originated then at 12 when the tests were done on the Ventana, must
13 the time that the original tests were donein, 13 have been improved or better in some way than
14 largely in 2002 and if | understand correctly 14 the antigen retrieval and/or the staining that
15 that same tissue was then used for the retests 15 was used on the DAKO.
16 in 2005, that was your understanding as well? 16 DR. BANERJEE:
17 DR. BANERJEE: 17 A. Yes, yes, that's correct.
18 A. That iscorrect, yes. 18 MR. SSIMMONS:
19 MR. SIMMONS: 19 Q. Sowe can concludethat whether it wasthe
20 Q. And you aso told us that aside from 20 technology itself or the process that was used
21 recognizing, from looking at the slides that 21 to implement and validate the newer system,
22 there was issues with the fixation, you also 22 something had made the test results better and
23 determined that there was likely issues with 23 morereliable?
24 the antigen retrieval and the optimization of 24 DR. BANERJEE:
25 the antibodies for the original tests done on 25 A. That'scorrect.
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1 MR. SIMMONS: 1 that have been used for ER testing, 1D5, 6F11
2 Q. | believe you mentioned that there are 2 and now sP1, over time have there been changes
3 different antigen retrieval methods that can 3 with the other reagents used in the test? As
4 be used and that are in use in semi-automated 4 | understand there are buffers and in
5 staining systems, likethe DAKO autostainer 5 particular, there are what they referred to as
6 that’sin usein your lab? 6 detection kits, which are the chemicals used,
7 DR. BANERJEE: 7 | gather, to actually stain the antibodies and
8 A. Yes. 8 make them visible under the microscope?
9 MR. SIMMONS: 9 DR. BANERJEE:
10 Q. And | believe you mentioned microwave heating 10 A. That'scorrect.
11 inwater or inliquids, | believe, we've heard 11 MR. SSIMMONS:
12 that boiling the tissue or different 12 Q. Have therebeen changes over time in the
13 varieties. 13 detection kits which may have enhanced the
14 DR. BANERJEE: 14 effectiveness of the testing?
15 A. Yes 15 DR. BANERJEE:
16 MR. SIMMONS: 16 A. Oh definitely yes, major changes in the
17 Q. For that type of system, isthere any single 17 detection kits, they’ ve become more sensitive,
18 antigen retrieval method that's regarded as 18 the background problem has been reduced, et
19 preferable or the best system to use? 19 cetera, so there' s continuous improvement in
20 DR. BANERJEE: 20 that area.
21 A. | think the microwave heating system has 21 MR. SIMMONS:
22 become a preferred technology, but there are 22 Q. Youtold us of your observations regarding the
23 still certain antigens that require enzymatic 23 external control slides associated with the
24 treatment, even if you'reusing the Ventana 24 DAKO tests for those 20 cases that you
25 system. By theway, we have switched to 25 reviewed and that you observed generally that
Page 273 Page 275
1 Ventana not because it’ s a better system, but 1 you thought the intensity of the staining was
2 because for economic reasons and workflow 2 weak, compared to what you would expect for a
3 redesign. 3 positive control ?
4 MR. SIMMONS: 4 DR. BANERJEE:
5 Q. Andwe ve heard as well that with the Ventana 5 A. That'scorrect.
6 benchmark system, which is the one that’s 6 MR. SIMMONS:
7 here, that the antigen retrieval is now done 7 Q. Thedidesthat you looked at as part of those
8 as part of the automated part of the process - 8 testing sets that have been run on the Ventana
9 DR. BANERJEE: 9 system, we know that at some point there was a
10 A. That'scorrect. 10 step taken here which saw the control tissue
11 MR. SIMMONS: 11 being placed on the same dlide as the patient
12 Q. Instead of being done separately as a manual 12 tissue and | wonder if you observed any of
13 step in the process. 13 those slides among the many casesthat you
14 DR. BANERJEE: 14 did?
15 A. Yes, thevariability has been removed in that 15 DR. BANERJEE:
16 process. 16 A. Yes, | did.
17 MR. SIMMONS: 17 MR. SIMMONS:
18 Q. And that was going to be my next question, by 18 Q. Anddid you make any observations about the
19 automating it, that reducesthe opportunity 19 intensity of the staining of the positive
20 for variability inthe performance of that 20 controlson those dlides that had been run
21 step? 21 using the Ventana system?
22 DR. BANERJEE: 22 DR. BANERJEE:
23 A. That'scorrect. 23 A. Well on the Ventana system, clearly there was
24 MR. SIMMONS: 24 higher intensity of staining in the positive
25 Q. You'vetold us about the different antibodies 25 controls, as well asthe test tissue.
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1 MR. SIMMONS: 1 here earlier, one of the things you mentioned
2 Q. Okay. Now you’ve commented on the idea of the 2 was the transition from the bioassay testing
3 reading of both external and internal controls 3 method to the HC testing method. On your
4 by technologists and | believe you' ve told us 4 visits here, either first or second visit, did
5 that it'snot auniversal standard in Canada 5 you do anything to investigate or determine
6 that technologists would read, read those 6 what had been done here when that transition
7 controls? 7 was made back in 19977
8 DR. BANERJEE: 8 DR. BANERJEE:
9 A. That iscorrect. 9 A. No.
10 MR. SIMMONS: 10 MR. SIMMONS:
11 Q. Where thetechnologists have received the 11 Q. You haven't seen any documentation or spoken
12 training and acquired the knowledge and 12 to anyone about that?
13 ability to beableto read those controls, | 13 DR. BANERJEE:
14 wonder can you tell me what effect that has 14 A. No documentation or correlation data, no.
15 then on the pathologist’s responsibility in 15 MR. SIMMONS:
16 relation to both the internal and the external 16 Q. Soyoudon’'t know what kind of correlation was
17 controls? Doesit displaceit or - 17 done?
18 DR. BANERJEE: 18 DR. BANERJEE:
19 A. No, it doesn't, it just--the pathologist is 19 A. No.
20 still ultimately responsible for signing out a 20 MR. SIMMONS:
21 particular case, so they have to accept their 21 Q. My final question, you had made a
22 responsibility. 22 recommendation regarding dedication of
23 MR. SIMMONS: 23 technologists to the IHC service so that they
24 Q. You'vetold us about how you would deal with a 24 would not have other duties outside that, and
25 case where the internal control on an ER/PR 25 you' d observed that there had been arotation
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1 test is negative and the tumour is negative 1 system in place here. In your experience with
2 and that that’s one where it would be called 2 other laboratories that you’' ve been involved
3 into question and you would consider that a 3 with or know of, was that something that was
4 case where you could report aresult? 4 uniqueto hereoris it something that you
5 DR. BANERJEE: 5 find in other -
6 A. That’'scorrect. Wewould report the case if 6 DR. BANERJEE:
7 there was no other tissue available to stain 7 A. No,it's avery common sort of process of
8 and there was-—-if there wastissue available 8 rotation, cross-training people between
9 and still was negative internal controls, we 9 different lab sections.
10 would issue a report that says this is 10 MR. SIMMONS:
11 uninterpretable, so no conclusions could be 11 Q. Yes
12 drawn, but you' d still have areport. 12 DR. BANERJEE:
13 MR. SIMMONS: 13 A. Which makes sense in certain lab sections, but
14 Q. Yes, soinyour laboratory with the level of 14 thisisan areathat requires such detailed
15 optimization of staining and quality control 15 attention to the work that | think it’s not a
16 that you have, do you still at times encounter 16 good idea.
17 cases where theinterna controls do not 17 MR. SIMMONS:
18 stain? 18 Q. Right. | believeyou -
19 DR. BANERJEE: 19 DR. BANERJEE:
20 A. No. 20 A. But not everyone can achieve that, given the
21 MR. SIMMONS: 21 resources.
22 Q. No. Earlier this afternoon, when you were 22 MR. SIMMONS:
23 asked by Mr. Coffey some questions about what |23 Q. Right, and | believe you'd said thisis a
24 opportunities there might have been to have 24 recommendation you would maketo any lab, to
25 detected this issue with the ER/PR testing 25 achieve that?
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1 DR. BANERJEE: 1 A. | think obviously you can’t do it overnight,
2 A. Yes. 2 shift from the generalist approach to
3 MR. SIMMONS: 3 subspecialization approach, so this requires
4 Q. Okay, good. Thank you very much. Thoseare 4 planning and you have to work with the staff
5 all the questions | have. 5 you have. If you have vacant positions, then
6 DR. BANERJEE: 6 you would recruit strategically into those
7 A. Thank you. 7 positions. With the existing staff, you
8 THE COMMISSIONER: 8 should have a plan to send individuals to very
9 Q. Thank you, Mr. Simmons. Mr. Browne? 9 busy pure cancer pathology serviceto really
10 MR. BROWNE: 10 bring them up to speed on and, you know,
11 Q. Thank you, Commissioner. | have no questions 11 become comfortable with the content that is
12 for Dr. Banerjee. Thank you for your 12 required in the reportsfor specific cancer
13 evidence, Dr. Banerjee. 13 types and you keep doing that until everyone
14 DR. BANERJEE: 14 has been trained and has one or two or even
15 A. Thank you. 15 three different sites that they cover. You
16 THE COMMISSIONER: 16 can’'t have one for each site because you need
17 Q. Mr. Pritchett? Sorry, Mr. Eaton, you're here. 17 too many pathologists and of course, you have
18 EATON, Q.C.: 18 to cover the service when somebody is on
19 Q. Don't sound so surprised. We have no 19 vacation, etcetera. So there has to be cross
20 questions. 20 coverage. So it takestime to build a system
21 THE COMMISSIONER: 21 like that.
22 Q. You are hiding behind Mr. Pike. That was what 22 MS. NEWBURY:
23 my problem was. 23 Q. And oncethat’sdone, | guess, the concernis
24 EATON, Q.C:: 24 with problems that may be experienced with
25 Q. I'mglad | (unintelligible). 25 turnover of pathologists. Isthe only option
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1 THE COMMISSIONER: 1 at that point for the lab to refer tests out
2 Q. Ms. Newbury? 2 to another |aboratory?
3 DR. DIPONKAR BANERJEE, EXAMINATION BY MS. JENNIFER 3 DR. BANERJEE:
4 NEWBURY 4 A. For--and thisiswhat requires discussion with
5 MS. NEWBURY: 5 the oncology departments to set some
6 Q. Good afternoon, Dr. Banerjee. My name is 6 priorities as to what types of cases need to
7 Jennifer Newbury and | represent the Canadian 7 be sent out to areference lab or service and
8 Cancer Society, Newfoundland and Labrador 8 what could be handled in house, and you know,
9 division, and | have just a couple of 9 there’ s different levels of complexity so you
10 questions for you today. If we could bring up 10 can make that sort of judgment.
11 your report, P-0046, please, and turn to page 11 MS. NEWBURY:
12 fiveof theexhibit? Okay, recommendation 12 Q. Soit's something that you think should be
13 number one, which | think is abit lower 13 thought out in advance?
14 there, you'veindicated that "pathologists 14 DR. BANERJEE:
15 should subspecialize, if possible, covering 15 A. Yes
16 two or more sites each with one designated 16 MS. NEWBURY:
17 leader for each magjor tumour site. AndI'm 17 Q. Tohaveaplanin place and how to deal with
18 wondering what your viewsare, if there are 18 it, in the event that you have subspecialists
19 obstacles for a lab inimplementing this, 19 on staff, but for some reason maybe -
20 maybe on a temporary basis due to financia 20 DR. BANERJEE:
21 resources or pathologists are on leave, in 21 A. Yeah.
22 that event, what are your views as to what the 22 MS. NEWBURY:
23 lab should do interms of testing in a 23 Q. - not able to avail of their services for a
24 subspecialty area? 24 particular period of time?
25 DR. BANERJEE: 25 DR. BANERJEE:
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1 A. Right. You sort of allow themto buy some 1 results or were they all negative?
2 time when they’re getting into the strategic 2 DR. BANERJEE:
3 recruitment or expanding their program, they 3 A. No, they included samples that were positive,
4 get funding and so on. 4 and in the first visit, we're comparing the
5 MS. NEWBURY: 5 two different platforms, so the same cases
6 Q. Okay, and arethere any circumstances, | 6 stained by the two different systems. So
7 guess, if other labs--you know, we hear from 7 there were obviously those that had converted
8 time to time that other labs are also 8 were definitely positive on the Ventana
9 operating at maximum capacity and if other 9 system. And the second visit, we essentially
10 labs are not able to respond quickly enough to 10 looked at the Ventanaoutput, interms of
11 the needs of alab here, for example, who need 11 further optimization and they had done avery
12 some temporary services, isthere away that a 12 good job.
13 general pathologist, general anatomic 13 MS. NEWBURY:
14 pathologist could safely sign out casesin a 14 Q. Sothetest resultsthat you looked at, they
15 subspeciaty area? Are there any extra 15 were all--were they all of the same category,
16 mechanismsthat could be in place, such as 16 initially ER negative -
17 additional quality assurance or additional 17 DR. BANERJEE:
18 quality control to facilitate that? 18 A. Yes, that'sright.
19 DR. BANERJEE: 19 MS. NEWBURY:
20 A. Again,yes. Theanswer isyes, but it will 20 Q. - on DAKO and then converted to Ventana.
21 take major effort in setting up the quality 21 DR. BANERJEE:
22 assurance processes to make sure inter 22 A. That'scorrect.
23 observer variability isminimized, and since 23 MS. NEWBURY:
24 we know what the discrepancy rates are out 24 Q. Were any of the bAkO tested dlides positive?
25 there, it will be difficult to recommend that, 25 DR. BANERJEE:
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1 that you just send it outto whoever is 1 A. Ohyes, there were.
2 available. | think that would be amistake. 2 MS. NEWBURY:
3 It'salso true that acrossthe country that 3 Q. Initially reported as positive?
4 capacity is saturated. So if, for instance, 4 DR. BANERJEE:
5 tomorrow you decided to send all the breast 5 A. Yes.
6 cancer casesto say the B.C. Cancer Agency, we | 6 MS. NEWBURY:
7 would probably say no, because we can't handle | 7 Q. You had arandom sampling of both?
8 any more work. 8 DR. BANERJEE:
9 MS. NEWBURY: 9 A. Yes, we had arandom sample.
10 Q. Okay, and on page four of this report, it's 10 MS. NEWBURY:
11 actually four of the exhibit, under 11 Q. Okay, and on either of the platformsfor the
12 conclusions about the reasons for test 12 dlidesthat you looked at, and taking into
13 failure, item number two, "Isthe Ventana 13 account your observations, particularly with
14 systemtoo sensitive? There'sno evidence 14 the Ventanathere might have been some non-
15 that the Ventana system creates fal se positive 15 specific cytoplasmic staining, and also
16 results. However, the system still requires 16 considering that there appears to have been no
17 optimization to avoid non-specific cytoplasmic |17 quality assurance in place at the time, do you
18 staining" and you’ve explained that in some 18 have any concerns about the possibility of
19 detail this morning. 19 false positive results?
20 DR. BANERJEE: 20 DR. BANERJEE:
21 A. Um-hm. 21 A. Not for estrogen receptors.
22 MS. NEWBURY: 22 MS. NEWBURY:
23 Q. Didyour review of dides, when youwerehere |23 Q. Andwhy isthat?
24 in October of 2005 and onyour subsequent 24 DR. BANERJEE:
25 visit, did it include any positive test 25 A. It'shighly unlikely. But for HER2, there's
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1 definitely risk of false positive stain. 1 Q. Okay, right.
2 MS. NEWBURY: 2 DR. BANERJEE:
3 Q. Andwhy would you not have any concern about 3 A. It's the pattern of staining that’s also
4 false positive results, given the issue that 4 important.
5 you observed about the non-specific 5 MS. NEWBURY:
6 cytoplasmic staining? 6 Q. Okay, andthere's nothing that caused you
7 DR. BANERJEE: 7 concerninthe 20 dlides, | guess, that you
8 A. Because if you see the staining in the 8 looked at?
9 cytoplasm, you disregard that in your 9 DR. BANERJEE:
10 assessment. It hasto be nuclear stain. 10 A. No.
11 MS. NEWBURY: 11 MS. NEWBURY:
12 Q. Okay. So in your view then, if the 12 Q. About false positive results?
13 pathologist who reported various tests during 13 DR. BANERJEE:
14 the time period, either on the bAko platform 14 A. No.
15 or the Ventana platform, was aware that you' ve 15 MS. NEWBURY:
16 got to be careful, you shouldn't interpret 16 Q. Andtorulethat out as a possihility, do you
17 non-specific cytoplasmic staining to be a 17 think that alarger review would be required
18 positive test, then you shouldn’t have false 18 of teststhat had been initially reported as
19 positive results? 19 positive? Because you were focusing on those
20 DR. BANERJEE: 20 that had converted from negative to positive.
21 A. That’scorrect. 21 DR. BANERJEE:
22 MS. NEWBURY: 22 A. Well, if they were reported as positive using
23 Q. What if that wasnot well known to the 23 the appropriate cutoffs, so anything that they
24 pathol ogists? 24 were using maybe ten percent or 30 percent,
25 DR. BANERJEE: 25 would be inthe upper range anyway, so in
Page 289 Page 291
1 A. | would be surprised if they didn’t know that. 1 terms of the decision making about the
2 MS. NEWBURY: 2 individual patients that would have been
3 Q. Okay. 3 appropriate, so I'm not concerned about that.
4 DR. BANERJEE: 4 I’m more concerned about the onesin the lower
5 A. So it's more about optimization of the 5 end of the scale that were called negative and
6 technique, as opposed to interpretation | was 6 didn’t receive the therapy.
7 concerned about. 7 MS. NEWBURY:
8 MS. NEWBURY: 8 Q. Right. In terms of the external quality
9 Q. So your concern then, when you saw evidence of 9 programs, you' ve referenced this on page six
10 non-specific cytoplasmic staining, is that 10 of your report, page six of the exhibit. You
11 it'san indication that the test hasn't been 11 said that "the laboratory should subscribe to
12 optimized? 12 external quality assurance programs, such as
13 DR. BANERJEE: 13 CAPOr NEQAS, and should continue to monitor
14 A. Right. 14 performance by interlaboratory comparisons
15 MS. NEWBURY: 15 with large--with appropriate large volume
16 Q. Asopposed to it being anindication that 16 teaching hospital |aboratoriesin Canada or
17 there might be false positive results? 17 the U.S." What do each of those three types
18 DR. BANERJEE: 18 of quality assurance programs, the cap, the
19 A. If therewasacase, and | don’t recall seeing 19 NEQAS and the interlaboratory comparisons,
20 such a case, that the nuclear staining 20 what do they assessand | guess, specifically,
21 intensity was the same as the cytoplasm, then 21 what do they each capture in terms of
22 | would definitely question that because then 22 technical versusclinical skills or results,
23 you don’t know whether it's all non-specific 23 andin termsof pre-analytic, analytic and
24 staining. 24 post analytic issues?
25 MS. NEWBURY: 25 DR. BANERJEE:
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1 A. Right. Sothecapris organized in that they 1 do interlaboratory lab comparisons on an
2 will send out some unknown cases for the labs 2 ongoing basis versusif you're doing it at the
3 to stain and interpret, and then what they 3 timethat you'reimplementing anew assay?
4 look at isthe entire range of responses and 4 For example, are there any percentages of
5 see where the majority fell, and whether your 5 tests that you might send out for comparison
6 lab was an outlier or not. So it’smore like 6 at those two different stages?
7 a consensus approach, as opposed to just 7 DR. BANERJEE:
8 saying that we' re using one reference lab as 8 A. Whenyou're first establishing a new assay,
9 the gold, you know, standard and then 9 you should send every dideand additional
10 comparing everyone else against that. They 10 dlidesfor the other lab to stain and then
11 don’'t do it that way. 11 look at both sets, andit’'s morefor fine
12 MS. NEWBURY: 12 tuning. So if you're, you know, missing
13 Q. Right. 13 something or over staining, not staining
14 DR. BANERJEE: 14 issues, it would correct it. That's
15 A. Now, the United Kingdom oneis abit of a 15 important. And also, if you were being
16 hybrid in that they will do the same thing, 16 reviewed because therewasa central review
17 but they actually look at your dlides. So you 17 process like we have in British Columbia, then
18 have to submit your dides aswell. 18 al of that is automatically part of the
19 MS. NEWBURY: 19 review process, you look at the
20 Q. Yes 20 immunohistochemistry preparations. But ina
21 DR. BANERJEE: 21 situation like this when you are the reference
22 A. And also, they have, I think they have six 22 centre in the province, then | think you have
23 teaching hospital labs that are their 23 to look for some external reference point as
24 reference labs. So those are kind of the gold 24 well, because if you do everything just
25 standard for them. So it's a different 25 internally, your benchmark may be drifting and
Page 293 Page 295
1 process, so that’swhy | think both have some 1 you wouldn’t even know about it.
2 value, but they’'renot equal. In terms of 2 MS. NEWBURY:
3 interlab comparisons, it's a sort of good 3 Q. Right. Soon anannua basiseven though
4 habit for technologists and pathologists to 4 you're not doing anything new in that
5 get into, particularly when they're 5 particular year, you would still send out a
6 establishing a new assay with anew antibody, 6 certain percentage -
7 just to make sure that it’s functioning as 7 DR. BANERJEE:
8 expected, to have another lab get additional 8 A. | think it'sagood idea.
9 dlidesfrom you from the same caseand do 9 MS. NEWBURY:
10 their stain on that, and then you compare the 10 Q. Andisthere afigurethat you would have, you
11 two. 11 know, isit two percent or ten percent?
12 MS. NEWBURY: 12 DR. BANERJEE:
13 Q. Okay, and so that, what you’ve described, it 13 A. No, | don't. But, you know, normally, you
14 would be good practice for technologists and 14 know, in audit systems they look at a ten
15 pathologists, how long has that been 15 percent retesting or review. In the United
16 something, a technique utilized by labs, by 16 States they may be more specific sort of
17 pathol ogists and technol ogists? 17 percentagesthat they would use. We don't
18 DR. BANERJEE: 18 have that in Canada, but | would say about ten
19 A. Somelabs, it's always been done from thevery |19 percent random.
20 beginning. Others, don't do it. It'snot 20 MS. NEWBURY:
21 mandated by anyone, so it’sreally avoluntary 21 Q. Ten percent random audit?
22 thing. 22 DR. BANERJEE:
23 MS. NEWBURY: 23 A. Um-hm.
24 Q. Okay, and are there any guidelines in terms of 24 MS. NEWBURY:
25 percentages? For example, if you're going to 25 Q. And 100 percent when you're setting up a new
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1 procedure? 1 example by -
2 DR. BANERJEE: 2 DR. BANERJEE:
3 A. That'sright. 3 A. No, | don'tthink there issuch aprocess.
4 MS. NEWBURY: 4 And one could argue that in particular
5 Q. And again, back to the cap and the NEQAS, do 5 situations when we have perhaps less genetic
6 they both capture but the technical and the 6 variation of the population, you know, like
7 clinical aspects of testing, laboratory 7 small island populations, that you might see a
8 testing? 8 difference skew. But | am not aware of such
9 DR. BANERJEE: 9 studies that have shown that there’s some
10 A. | think capisthey look at the end result. 10 natural sort of difference in protein
11 MS. NEWBURY: 11 expression for estrogen receptors.
12 Q. Okay. 12 MS. NEWBURY:
13 DR. BANERJEE: 13 Q. | guess-
14 A. So what are you saying, is the report. 14 DR. BANERJEE:
15 Whereas NEQAS actually needs your didesand |15 A. Population based.
16 they will look at it - 16 MS. NEWBURY:
17 MS. NEWBURY: 17 Q. | guess the question is thereyou've got a
18 Q. Sothey can more - 18 patient that’s determined to be ER negative
19 DR. BANERJEE: 19 but the patient has invasive lobular
20 A. -andevauateit. 20 carcinoma, so | guess there’ s still a chance,
21 MS. NEWBURY: 21 based on your statistics, that that's an
22 Q. - likely get into the technical issues - 22 accurate result for the patient because 92
23 DR. BANERJEE: 23 percent are positive, but eight percent are
24 A. Technical as well as the professional 24 negative?
25 interpretation. 25 DR. BANERJEE:
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1 MS. NEWBURY: 1 A. Right. | think that the publication I've
2 Q. And the capis more the professiona 2 quoted hasthat number, but I would suspect
3 interpretation? 3 that the eight percent that were negative were
4 DR. BANERJEE: 4 related to some technical issues.
5 A. That'sright. 5 MS. NEWBURY:
6 MS. NEWBURY: 6 Q. Okay. Sothey might, infact -
7 Q. Now, onpage 3 of your report there's a 7 DR. BANERJEE:
8 reference there to the incident problem case 8 A. It'snot atrue negative.
9 and| won'tread through that again. But 9 MS. NEWBURY:
10 you'd indicated that it, that the incident 10 Q. -truly have been positive?
11 case was invasive lobular carcinoma? 11 DR. BANERJEE:
12 DR. BANERJEE: 12 A. That'sright.
13 A. Um-hm. 13 MS. NEWBURY:
14 MS. NEWBURY: 14 Q. Okay. And I think you've said earlier that
15 Q. Which are frequently ER positive and the 15 from aclinical perspectiveit’s 100 percent?
16 initial negative result should have been 16 DR. BANERJEE:
17 questioned. And you've indicated this 17 A. We always see every case positive.
18 morning, | believe, that both oncologists and 18 MS. NEWBURY:
19 pathol ogists probably ought have been alerted 19 Q. Okay. Are there any other types of cancers
20 tothis. Arethere any basic programsfor 20 that might not be as strongly expected to be
21 monitoring these types of trends that should 21 positive where keeping a look at what’s being
22 bein placeto look at, you know, what are we 22 produced in your lab either by the oncol ogists
23 producing and does it match up with what we |23 or the pathologists or perhaps a cancer
24 might expect in terms of the patient 24 registry might be appropriate?
25 population? And perhapsyou can give usan 25 DR. BANERJEE:
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1 A. Yeah, it would be hard to detect those 1 Q. If you, you might be ableto help me with.
2 patterns unless you deliberately sort of 2 And | think most of them you've addressed.
3 retrospectively reviewed, at theend of the 3 But when you were discussing therole of the
4 year, what you've got and what is to be 4 Royal Collegein standardsand a role which
5 expected and so on. 5 your organization has, if you will, tried to
6 MS. NEWBURY: 6 assume, isit inyour view therole of, the
7 Q. And doesthe Bc Cancer Agency have any sort of 7 appropriate role for the Royal College and
8 program in place where they - 8 your organization hascomein because there
9 DR. BANERJEE: 9 has been a vacuum or do you think that really
10 A. Not on an annual basis but once the question 10 istherolefor the Canadian Association for
11 comes up, we do review that and we certainly 11 Pathologists, it’s the proper place for it to
12 keep an eye on the positivity rates and where 12 lie?
13 it isand what'sin the literatureas an 13 DR. BANERJEE:
14 expected rate and so on. In someresearch 14 A. Right. First of al, the Canadian Association
15 protocols, like the papers published by Dr. 15 of Pathologistsisa voluntary organization.
16 Huntsman (phonetic), they’ve gone back and 16 Pathologists are not obliged to be members.
17 looked at 4000 patients and, you know, the 17 COMMISSIONER:
18 immunohistochemistry procedures seem to 18 Q. Um-hm.
19 correlate extremely well with the biochemical 19 DR. BANERJEE:
20 data, so we' re very happy with that. 20 A. It'sdesigned to provide some kind of annual
21 MS. NEWBURY: 21 educational experience for pathologists. It
22 Q. Andthat’smore for research purposes or is 22 has not had the mandateto set policies,
23 that - 23 however it does set guidelines of practice.
24 DR. BANERJEE: 24 Over the years we have discussed and
25 A. Yes. 25 threatened to create our own college, roya
Page 301 Page 303
1 MS. NEWBURY: 1 college of pathologists, but that’ s a daunting
2 Q. Yes, okay. Thank you very much, Dr. Banerjee. 2 task for most pathologists becauseit’s a
3 DR. BANERJEE: 3 significant effort required given our fairly
4 A. Thank you. 4 small membership, there won't be enough
5 MS. NEWBURY: 5 resourcesto do that. So one of our visiting
6 Q. Those are my questions. 6 professors from Australia was a member of the
7 COMMISSIONER: 7 Royal College of Australia’s accrediting
8 Q. Thank you. Yes, no questions, Ms. Russell? 8 process and | asked him how, they being the
9 Mr. Pike? 9 samekind of size population as Canada, how
10 MR. PIKE: 10 did they afford to have their own college of
11 Q. No questions, thank you. 11 pathology, and he basically said all of the
12 COMMISSIONER: 12 revenue that is generated from quality
13 Q. Mr. Clark? 13 assurance and accreditation, on-site
14 MR. CLARK: 14 inspectionsis what drives the Royal College
15 Q. Noquestions. 15 there. Soitis possible to generate enough
16 COMMISSIONER: 16 revenueto actually create a system whereby
17 Q. Anything arising, Mr. Coffey? 17 the Canadian Association of Pathologists could
18 COFFEY, QC:: 18 create their own royal college, but | think
19 Q. No, Commissioner. 19 the energy levels amongst the profession right
20 DR. DIPONKAR BANERJEE, EXAMINATION BY MADAM COMMISSIONER 20 now are so low that they will probably not be
21 COMMISSIONER: 21 galvanized into creating that process, so we
22 Q. Dr. Banerjee, | have one or two small things. 22 arelooking at aternatives. | think the
23 DR. BANERJEE: 23 Royal College has not responded to the
24 A. Certainly. 24 pathology issues very well inthe past and
25 COMMISSIONER: 25 have not currently understood what needsto
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1 happen, so I'm not confident that they will 1 inrural areasandto bring it down tothe
2 take up thischalenge and do something of 2 level of ER and PR, one thing that’ s kind of
3 value added. So weare stuck with either 3 puzzled me aongtheway iswhether or not
4 getting our Canadian Association of Pathology 4 thereisa place whereby a pathologist will
5 to another level of activity and require some 5 see o littleof aparticular typeof IHC
6 kind of, somekind of authority to be the 6 test, in particular, that he or she should
7 national body for quality assurance for 7 just not be doing it.
8 laboratories and that’s going to be amajor 8 DR. BANERJEE:
9 battle. | mean, whereis the money going to 9 A. 1 do believe thatto betrue. If you're
10 come from, who' sresponsible? If welook at 10 asking me whether | can come up with a number,
11 how health careis delivered in the country, 11 that isnot possible. But | would say that
12 it'slargely aprovincia jurisdiction. There 12 there’ s no need for immunohistochemistry to be
13 isn't really anational body that looks at 13 provided at every hospital because, number
14 funding health care activities in an organized 14 one, the turn around time requirementsis such
15 sense. So we have some challenges because of 15 that it could easily be sent to acentral lab
16 the structure of how health careis provided 16 within any province, secondly, you need that
17 in this country, how labs are funded in this 17 critical mass of not only pathologists who can
18 country and how quality assurance activities 18 interpret  correctly, you need the
19 are recognized by hospital administrators as 19 technologists to understand how to
20 important activities and therefore should be 20 troubleshoot this whole procedure, and ina
21 funded appropriately. Thoseareall of the 21 small hospital lab that is not going to be
22 challenges we are facing, so I’'m not sure what 22 possible. They'll have very limited menus,
23 the final answer is going to be. But | was 23 they won’'t have the experience to judge
24 hoping that the other societies that are 24 whether thisis-
25 involved in cancer patient care would see that 25 COMMISSIONER:
Page 305 Page 307
1 this is asignificant issue for them to 1 Q. Well what happened in our province was that
2 address, as well, because, after al, they are 2 they would be sent to acentral location for
3 dependent on what pathologists say for the 3 the purpose of processing and then sent back
4 individual patient in order to make a 4 to arural location for reading and -
5 treatment decision, so if we are not doing a 5
6 good job, then they are not doing agood job 6
7 by default. And so have they truly understood 7 DR. BANERJEE:
8 that? And I'll take this moment to actually 8 A. Reading the slides?
9 talk about something else that | feel very 9 THE COMMISSIONER:
10 strongly about. There have been two major 10 Q. Reading the dlidesby the local pathologist
11 studies of the health care system in Canada, 11 who might see one or two a month.
12 that wasthe Romano Report and the Kirby 12 DR. BANERJEE:
13 Report. | happened to read through those 13 A. So, even the immunohistochemistry slides were
14 reportsin great detail and did aword search 14 being sent -
15 for the word "pathology” in the two reports. 15 THE COMMISSIONER:
16 In the Romano Report there wasnot asingle 16 Q. ERPR.
17 hit; in the Kirby Report there were six hits, 17 DR. BANERJEE:
18 they're all related to speech pathology. Not 18 A. Oh, | think that’s inappropriate. It should
19 asingle word about labs in either document. 19 beread at thelab that’s doing the staining
20 Sowe areinvisible to politicians, we are 20 because they know what tolook for. They
21 invisibleto hospital administratorsand we 21 should be able to troubleshoot.
22 areinvisibleto the public until there’'sa 22 THE COMMISSIONER:
23 scandal. 23 Q. Okay. And thenthere’'sonefina thing, in
24 COMMISSIONER: 24 your report, you referred to the business of
25 Q. Togo back to the reality of your profession 25 the reporting nature within the lab.
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1 DR. BANERJEE: 1 with either model where due respect is given
2 A. Yes 2 to the reviews of the other group or do you
3 THE COMMISSIONER: 3 feel that it's just necessary that the final--
4 Q. Andin our case, really the two divisionsthe 4 if it comes to that point where a consensus
5 lab did not meet until they got to the level 5 could not be achieved and somebody has to make
6 of Dr. Williams, who, as you said today, that 6 arecommendation within the system -
7 effectively made him the lab manager. 7 DR. BANERJEE:
8 DR. BANERJEE: 8 A. That'sexactly right.
9 A. Labdirector. 9 THE COMMISSIONER:
10 THE COMMISSIONER: 10 Q. - it should be apathologist.
11 Q. Labdirector, thank you. So, do | assume your 11 DR. BANERJEE:
12 concern isthat the place where thesg, if we 12 A. Thestructure should be independent of the
13 do have this dual system, the place where they 13 personalities. So, if you havea have dua
14 meet would be at alevel where the personisa 14 management model wherethelab director and
15 pathologist because the pathologist 15 the program or lab manager getsalong very
16 understands the working of the lab. 16 well, thenit works. Butif they don’t get
17 DR. BANERJEE: 17 along very well, the structure doesn’t help
18 A. That iscorrect. 18 the situation because when things go wrong,
19 THE COMMISSIONER: 19 nobody is actually accountable because they’ Il
20 Q. That'sthe basic principle. 20 say, well, it wasn't my problem; it was that
21 DR. BANERJEE: 21 person’s problem.
22 A. Yes, andthat pathologist canreport tothe 22 THE COMMISSIONER:
23 vice president. 23 Q. Okay. Well, thank you very much.
24 THE COMMISSIONER: 24 DR. BANERJEE:
25 Q. Because if you just leave it tothe vice 25 A. Thank you.
Page 309 Page 311
1 president level, the decisions are made by 1 THE COMMISSIONER:
2 people who arereally divorced from labs 2 Q. Forme, I musttell you, it'sbeen aredly
3 themselves. 3 interesting day which I’ ve enjoyed very much.
4 DR. BANERJEE: 4 DR. BANERJEE:
5 A. That'scorrect. 5 A. Thank you very much, | really appreciate the
6 THE COMMISSIONER: 6 comment.
7 Q. Andthemany technical thingsthat go onin 7 THE COMMISSIONER:
8 labs that other physicians have come here and 8 Q. Thankyouall. I'll seeyou at 9:30 inthe
9 said they didn’t really quite necessarily 9 morning. Oh, | think you've already been
10 understand what was going onin thelab. It 10 delivered of envelopes. If you haven’t gotten
11 was that mystery behind the door that they 11 one, thereis one available for you. Thank
12 were willing to leave to those who could go in 12 you.
13 - 13 Upon conclusion.
14 DR. BANERJEE:
15 A. Waell, having said that | would also haveto
16 say that that’s not a unique situation. This
17 isamodel that’s evolved across the country,
18 dua management, separation of management from
19 the medical staff. | personaly think it's
20 thewrong one, but I’'m aminority as far as
21 saying that publicly, | guess.
22 THE COMMISSIONER:
23 Q. Waell, my thought processis whether it’s that
24 restructure that’s required or whether it is
25 the kind of relationship that’s been devel oped
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