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Susan Bonnell 
From: 
Sent: 

Deborah Thomas 
Wednesday, JUly 20, 2005 4:18 PM 
George Tilley; Terry Gulliver; Dr. Donald Cook; Heather Predham 
Susan Bonnell 

To: 
Cc: 
SUbject: BN - ER/PR 

Hi, 
As discussed, here is the BN updated to today. Any changes please call me at 777-1339 or email me. If it’s ok, 
please let me know as well so I know you’ve signed off on it. I’ll wait to hear from you. 
Thanks 
Deborah 

3/18/2006
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Briefing Note - ERIPR Receptors 

Background: 
On May 11 th, Dr. Joy McCarthy, Oncologist, contacted Dr. Don Cook, Chief of 
Laboratory Medicine, to retest a patient who previously tested negative for Estrogen (ER) 
and Progesterone Receptors (PR) in 2002. Using new technology for immunoperoxidase 
staining installed at the General Hospital Histology Lab in April of2004, this woman’s 
sample was retested and discovered to be positive for ER and PR. 
Until April of 2004, the Dako testing technique was used in the laboratories. This 
technique required the manual boiling of tissue and measuring of minute ruixtures of 
immunioperoxidase staiuing. The Ventana method (installed in April 2004) automates 
this process removing as much manipulation as possible. In addition, all re-agents used 
on the Ventana system are QC’d by the company and arrive in the laboratory as "ready 
for use." 
The Dako test was implemented in 1997 to replace a bioassay method for ERIPR receptors. All samples which initially tested as negative from 1997 until the 
implementation of the Ventana system in April 2004 will be retested. As the test results 
can affect future treatment, patients that are still living will have the testing done first, 
before it is’ done on those that are deceased. 
The Health Care Corporation ofSt. John’s was one of the earliest laboratories to obtain 
the Ventana system and switch to an automated system. 
When a breast cancer tumor is removed from the body, tests are used to determine if the 
cancer cells have estrogen or progesterone receptors. The more estrogen receptors present 
on those cells, the more likely that anti-estrogen therapy such as tamoxifen will work 
against a particular cancer. Literature suggests about 50 - 85 per cent of breast cancers 
are estrogen-receptor-positive (or "ER-positive"), "positive" meaning that a significant 
number of cancer cells have receptors present. WlJ:~n a cancer shows few if any estrogen 
receptors (when it is "ER-negative"), anti-estroge.o. therapy is not as effective. But anti- 
estrogen therapy may also be useful in cases where progesterone receptors are present ("PR-positive"). Women whose cancers are PR-positive but ER-negative may still 
respond to anti-estrogen therapy. 
On May 17 th, representatives from the Laboratory Program met with Drs. McCarthy and 
Kara Laing to discuss this new result and a decision was made to retest five more 
negative patients, who all retested positive. These patients were selected by the oncologists. It was decided to retest all negative results from 2002 to determine if these 
were isolated cases or symptomatic of a bigger issue. Samples collected from 25 women, 
initially tested as negative in 2002, were retested. 16 of these came back positive. Testing 
on 33 more patients found 25 converted to positive. Twelve of these patients have been 
informed by their oncologists.
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On June 13, 2005, Dr. Cook wrote to all Laboratory directors in the province to return all 
negative ER and PR specimens for the year 2002 for retesting on the new, more sensitive 
Ventana system. 
On Thursday, July 14 , the decision was made that all patients who were ER and PR 
negative from 1997-2004 would be retested, beginning with the 2002 patients, with 
testing to take place over the next number of weeks. However, on July 19 th, the decision 
was made to continue retesting all negative patients until a review of the cases was completed. 
On July 15 Dr. Cook spoke to four of the six provincial laboratory directors (two others 
were unreachable due to holidays) regarding sending specimens into St. John’s for retesting. They said they will comply with the request asap. 

th 

th 

On July 18 laboratory managers began reviewing the statistical data of2000-2004 to see 
if there are any inconsistencies in the findings of positives conversion or if this could just 
be a matter of the sensitivity of the Ventana system being more accurate with its findings. 
July 20,2005 - Under review of the statistical data is has been concluded that the 
positivity rates are, while on the low end of the scale, are within acceptable range. Total 
positivity numbers for 2000 are 62 per cent; 200 1 77 per cent; 2002 68 per cent; 2003 83 
per cent and 2004/05 (after a full year with the Ventana system) 90 per cent. 
Considering the 50-85 per cent acceptable range in standard text books and Mount 
Sinai’s standard of around 70-80 per cent, this also concludes our numbers are legitimate. 
However, the laboratory is still going ahead with retesting the samples and officials will 
meet with the oncologists to see how they would like to proceed with informing patients . of their conversion and possible change in treatment. 
As a precautionary measure and to back-up the vali.9-~ty of the new technology, the 
current testing standards (Ventana system) are being assessed by cross-referencing our 
results with another laboratory. (Mount Sinai) 
Extra resources have been identified within the HCCSJ lab to undertake identification 
and retesting. The list of patients will be double-checked with the names on the Cancer 
Registry to ensure none have been missed. 
HIROC have been contacted to determine if they are aware of any other issues with the 
Dako testing system and other hospitals are being contacted to see if there had been any 
inconsistencies reported with the DAKO system. 
On September 12, a technology consultant from Mount Sinai will be reviewing our 
laboratory to assess the Ventana system. At that time we will ask the consulta.nt bis/her 
opinion of the past several years’ results under the Dako methodology.
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Additional notes: 
We do expect improved accuracy due to the sensitivity of the newer equipment 
As part ofthe protocol for testing, positive controls were conducted everyday, as 
part of the quality assurance process within the lab. The results were read and 
documented daily by a pathologist. Also the processes used by HCCSJ 
technicians were those outlined in the Dako procedure manual. 
Standard text books suggests are that 50 - 85 per cent of all breast cancers exhibit 
estrogen receptors and that such tumours are commonly found in post-menopausal women. Mount Sinai, for instance, has a target positivity rate of 
75 per cent 
A high percentage of tumours with estrogen receptors may regress after hormonal 
manipulation whereas only a small number (about 5 per cent) of those that are 
negative respond. The highest response rates are in patients with tumours 
exhibiting both ER and PR receptors. Breast cancer patients with high level 
hormone receptors have a slightly better prognosis than those without receptors. 
Dr. Williams has also asked that an investigation be conducted into the five-week 
stoppage of immunoperoxidase staining for ERIPR receptors in 2003 by Dr. Ejeckam. This raises concems. 
Dr. Williams has also asked if we could repeat any of the negative tested samples 
again on the "old" Dako system to confIrm that it was indeed the system and not a 
lab error. Terry Gulliver says it is unlikely we would be able to obtain such a 
system at this time to retest on that method.. 

/-4 
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