
CANADIAN ASSOCIATION OF PATHOLOGISTS
ASSOCIATION CANADIENNE DES PATHOLOGISTES

771. promenade Echo Drive. Ottawa. Canada K1S SN8
TeL: (613) 730-6230 Fax: (613) 730-0260

E-mail: cap@rcpsc.edu

October 12, 2007

Mr. Peter Dawe
Canadian Cancer Society - NeVifoundland &labrador Division
P.O. Box 8921, Viking BUilding
136 Crosbie Road
St.John's, NF A18 3R9

Dear Mr. Dawe:

As you are aware, in the spring of 2007. the Canadian Association of Pathologists initiated the formation of the
National Standards Committeellmmunohistochemistry (CAP NSClIHC). This committee was formed because of the
increasingly recognized need for the standardization of metrods in immunohistochemistry and an emerging
awareness of this need in daily practice of pathologists. The Canadian Association of Pathologists National
Standards Committee/Immunohistochemistry (CAP NSCIIHC) has limited, but immediate terms of reference
regarding the recommendations for the classification of the diagnostic tests in immunohistochemistry and
recommendations for best practices and support for diagnostic laboratories using the methods of
immunohistochemistry for patients' care. The breast carcinoma markers including oestrogen receptor, progesterone
receptor, and HER21neu are recognized as the first priority.

As the filSt step. the Commitlee members as well as the participants of the Canadian Consensus for HER2Jneu
Testing Guidelines in Breast Cancer are invited to participate in the testing of the current practices in their
laboratories, which will enable planning of the future strategies in this area. The Committee has asked Dr. Blake
Gi!ks, aco-founder of the newly formed Canadian Immunohistochemistry Quality Control (cIQc) to provide unstained
sections of tissue microarrays (T~) of the FISH·tested breast carcinomas to be sent to all committee members,
but also to willing consensus participants of the Canadian consensus for HER2Ineu Testing Guidelines in Breast
Carcinoma. Such TMA block is now ready and as the Committee member you are invited to be a participant of the
RUN2 of the clQc.

The participants of the RUN2 will be coded by random numbers only and the results will be scanned and available
for virtual microscopy at the \wlW.cigc.ca and also in the composite summary images with linked detailed methods
used for the testing, just like the RUNl results. However, a panel of the fIVe committee members andlor participants
of the Canadian Consensus for HER2Jneu Testing Guidelines in Breast Carcinoma will also review all the results in a
two-day session by using a multihead microscope. The results of the testing would be discussed by participants and
the Committee will help to prepare a document report to the CAP which would be used as part of evidence for future
recommendations and strategies. Please note that it is not the intention of this Committee and that the Committee
does not foresee that the results of this testing would change any recommendations that are already nationally
established by the Canadian consensus for HER2Ineu Testing Guidelines in Breast Carcinoma. However, the
Committee expects to learn what current practices in the best Canadian laboratories are regarding breast carcinoma
markelS. The Committee also hopes to produce some results that can be of use to future consensus panels
regarding the area of diagnostic immunohistochemistry.

The CAP counts on all invited pathologists to share their expertise and insights in this most challenging area of
diagnostic immunohistochemistry. Participation in this extralaboratory quality control/assurance testing is generally
voluntary and the invited members of the Canadian consensus for HER2Ineu Testing Guidelines in Breast
Carcinoma may opt not to participate. However, please consider that as a member of this committee, we fully count
on your participation, which will be an essential contribution towards improving practices and patients' care
throughout the country and it will be critical in determining current best practices and areas that are in need for
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immediate improvement. In other words, the committee members are expected to participate and are also expected
10 contribute comments and suggestions in every action of this Committee as soon as this invitation letter is received.
As acha:r of the committee, I personally urge you not to hesitate to give immediate feedback. In particular, critique
and recommendations for improvements are encouraged because they will improve the works of this committee and
help us 10 achieve our rather ambitious goals. Please note thai you have also now received a separate draft
document entitled "Scope and Program" for which your comments are urgently needed. As you can see, due to the
time pressure. we are already starting A1 and A3 points of the program.

Please contact me bye-mail as soon as possible to send your mailing address and contact person who will receive
lhe three sections of the TMA block for ER, PR, and HER2Jneu staining. Please reply by October 10th to enable us to
send the slides in a timely manner. The slides will be labelled by a tri-digit confidential code given to your laboratory
for this round of testing and you should use the same code for any other future communication with clQc. Therefore,
this code should be considered as permanent. The participation codes are fully confidential and will never be
disclosed 10 any other party. No participation fee is charged for this invited RUN. Otherwise. you may find it useful to
know !haL in the future, the clQc will establish a nominal fee to cover the cost of mailing of the slides. TMA building,
and scanning of the results.

I Vlould like to take this opportunity to invite members of the Committee to contribute to the web page of the clOc.
clOc is looking for short referenced reviews with good, clean images of the tested epitopes for both RUN1 and
RUN2.ln particular, contributions for RUN1 are urgent. Your contributions will be considered but will still be peer
reviewed before they are published. If you agree to submit such acontribution on the specific epitope from RUN1,
please let me know as soon as possible. As soon as I receive your notice, I 'Nill send you an invitation letter for the
particular review.

Sincerely yours,

~--
Emina Emilia Torlakovic, MD, PhD
Chair, CAP National Standards Committee/lmmunohislochemisly
Department of Pathology and Laboratory Medicine
Royal University Hospital
103 Hospital Drive
Saskatoon, SK S7N OW8
Phone: 306·655·2159
Fax: 306·655·2223
e-mail: emt323@ma:l.usask.ca

Enclosure

'Please nole that the CAP fax number is (613) 730·1116
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CAP: National Standards Committee - Scope and Program 2007
J7 August 2007

Canadian Association of Pathologists National Standards
Committee/Immunohistochemistry (CAP NSC/IHC)

Scope and Program

The increasing complexity of immunohistochemical tests and the greater
significance of test results, with regard to patient management have emphasized
the need for standardization of test resuits. Recognising this, the Canadian
Association of Pathologists (CAP) has organized the National Standards
Committee/Immunohistochemistry (CAP NSC/IHC). The scope of this committee
is to help coordinate existing efforts in this area of pathology practice at the
national level and to initiate and facilitate standardization of tests in diagnostic
immunohistochemistry.

Quality assurance and national standards in immunohistochemistry are
urgently needed. This is even more important and urgent for those tests, the
results of which are reported directly to clinicians and have an independent
prognostic value for implications for treatment decisions/selection. Only those
immunohistochemistry tests which fulfill the above criteria will be prioritized for
the first (fail of 2007) round of efforts at standardization.

Based on the clinical risks, the FDA has classified immunohistochemistry
tests into three classes (Appendix 1). CAP NSC/IHC will adopt FDA classification
of IHC tests for the above purpose. The FDA defines IHC tests as Class I, Class
II, and Class III tests as follows (see
http: Ifwww.fda.gov/cdrh/oivd/presentations/042004-chace.htmi) :

Class I tests proVide the pathologist with adjunctive diagnostic information that
may be incorporated into the pathologist's report, but that is not ordinarily
reported to the clinician as an independent finding. These tests are used after the
primary diagnosis of tumors (neoplasm) is made by conventional histopathology
using nonimmunologic histochemical stains such as hematoxylin and eosin.
Examples of class I tests are differentiation markers, such as keratin. Class I
tests are subject to general controls including "current good practice regulations",
which are not further classified.
Class II tests are intended for the detection and/or measurement of certain
target analytes by immunological techniques in order to provide prognostic and
predictive data that are not directly confirmed by routine histopathologic internal
and external control specimens. These tests provide the pathologist with
diagnostic information that is ordinarily reported as independent diagnostic
information to the ordering clinician, and the claims associated with these data
are widely accepted and supported by valid scientific evidence. Examples of class
II tests are those intended for semi-quantitative measurement of an analyte,
such as hormone receptors in breast cancer.
Class III tests are those for which too little information is available to be
considered as widely accepted diagnostic tests or are used to choose therapeutic,
e.g., Her2/neu and EGFR.
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CAP: National Standards Comminee - Scope and Program 2007
17 August 2007

Proposed program

A.l To initiate coordination of efforts between Canadian Association of
Pathologist (CAP), Canadian Immunohistochemistry Quality Control (cIQc),
and Canadian Consensus Group for breast carcinoma assays (established for
issuing gUidelines for HER2(neu testing).

A.2 To propose the mode of certification in IHC testing of all Class II tests
(voluntary vs. obligatory).

2

A3. To arrange two external challenges in 2007 (September and December)
for breast carcinoma markers including estrogen receptor, progesterone
receptor, and HER2/neu. The first challenge would assess current status of
participating laboratories. The second challenge would assess the status after
remedial measures were implemented in laboratories with suboptimal results.
The tissue array for the first challenge with> 30 breast carcinomas with
know FISH status for HER2/neu is already prepared. The second such tissue
array for the second challenge is currently in making.

A4. To participate in organization of a seminar in diagnostic
immunohistochemistry with emphasis on quality control (QC) in diagnostic
immunohistochemistry (QC differences between Class I and Class II tests) for
spring 2008 (to be held in Vancouver or Montreal or both).

AS. To support development of the cIQc web page with educational
information and useful links regarding Class II testing.

A6. To coordinate information exchange between cIQc and other external
QC programs including College of American Pathologists (CAP)
Laboratory Accreditation Program from United States, the NordiQC, a
Scandinavian organization for external laboratory quality control in
immunohistochemistry: www.nordigc.org), and the National External Quality
Assessment Scheme for Immunocytochemistry (UK-NEQAS-ICC;
www.ukneqasicc.vel.ae. uk).

Emina Emilia Torlakovic, MD, PhD
Chair, National Standards Committee/Immunohistochemistry
Canadian Association of Pathologist
emt323@mail.usask.ca
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Mr. Peler Dawe
Canadian Cancer Society
Newfoundland &Labrador Division
P.O. Box 8921, Vikin9 Buildin9
136 Crosbie Road
SI. John's, NF AlB 3R9

cp CANADIAN ASSOCIATION Of PATHOLOGISTS
ASSOCIATION CANADIENNE DES PATHOlOGISTES
774 promenade Echo Drive
Ottawa, Canada K1S SN6
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