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Mahmoud A. Khalifa, M.B.,B. Ch., PhD, FRCPC

All Newfound1a1id Pathologists

February 16, 1998

Reporting of estrogen and progest:eron:: receptor immWlOhistoe:hemica1
results

As you all know. It has been suggested that asses5lJ}ent of estrogen and
ptogesterone receptors (ERlPR) status in mammary invasive carcinomas be performed
immWlohistochemica11y (HiC) on formalin· fixed, paraffin-embedded tissues. This
techniq\.le, although has its own limitations, has proven to be more practical and cost·
effective than the traditional biochemical detection methods_

The di~isionOfPdtJ".ology at the Health Care Corporation of St. John's has been
emplo)'ing this technology for over a yellI. Recent audits correlating IHe with
biocbemical resultS in selected specimens where both ttchniques have been run in
parallel have shown high accuracy of tlle introduced (He detection. Results of these
auditS have been discussed in several mee1inf;S and are available for review.

AS the technique was still in its introductory phase (Pbllse I), I have been
reporting results of the ::U\jority of cases to establish consistency and reproducible
techniques. As we lui'/e come to a mOn: advanced stage of this pursuit where this test
could be done with a relatively hig,h efficiency and relIability 1came to believe that we
are probably ready to move into the next tWO and final phases.

GCIIl.;r:\1 Hospit.tl
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Phase 2.

Phase 3.

Each pathologist will be asked to report results ofhislher own case as
indicated by the brown :staining-of nuclei of the invasive neoplastic cells.
This phase will start March 1, 1998, al which time your immunostained
slides will be mailed back to you with positive controls whenever it is
technically possible. With each run,l will still be responsible for
reviewing the po:s:itiv~ conuols here ill our laboratory and the slides will
not be mailed to you unless adequate staining is noted it! the positive
controls. As we are all interested in making this transition as smooth as
possible, I wiU be more than glad to continue being available to answer
any questions and address concerns.

The division of Medical Biochemistry at the General Hospital will be
addressed to officially diseontmue performing steroid assessment by
biochemical techniques. I have already Spoken with Dr. V. Prabhakaran
who is fully aware of this transition and is waiting for our signal to
complete the switch. There is no proposed date for this phase yet.

, ~. - Attached, please find a. proposal for uniform reporting ofERJPR immuno-
histochemical staining. This proposal was discussed with many of my colleagues who
~mO$tly agreed with its content and accepted it as e policy. As I encoW'age you to adopt
tile attached proposal in your reporting to maintain uniformity. it should be clearly stated
that this is oaly a proposal.

As you already know, there is a considerable host ofpublications addressing this
issue. I will be glad to share any of the material I already have with you and J WQuid
extremely appreciate your feedback on this maner.
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Proposal for uuiform reporting
or EMS h'DmUoo~j5tQcbeDliul.ugsmelt

'FE!lRUARY, 1998

T-ara P.03/06 F-IU

The report on a hormone receptor staws will have three components.

1. The first compo:l.:Jlt is a statement of whether the stain is "positive" or "negative'".
Positively is defined by nuclear staining detected in any number of malignant cells.

2. The second component is a rough estimate of the percentage of immunoreactive cells
in the section examined. This estimate could be in the form of a nnge Or a fixed
number and is listed in parenthesis.

3. The third~omponent is a. comment regarding only ER (and not PR) immun\,)reactivity
and is only to be included in the report if. small pen:enlagC of neoplastic cells (I
)0010) is positive. lbe comment reads "Evidence from the available literatUre
indicateS th,t estrogen teeep(ors immunoreactivity detected in less than 30% of
neoplastic c·eUs would most likely correspond to a negative resulI in 8 biocht:mical
assay of the same specimcn (And Surg PathoII4:121·127,1990)".

EXAMPLES

Example 1 0 ESTROGEN RECEPTOll,S, PCSlTIVE (70-80% OF CELLSj.
- PROGESTERONE RECEPTORS, POSlTlVE (80·9011, OF CELLS).

Example Z - ESTROGEN RECEPTORS, POSITlVE (loW. OF CELLS). PLEASE,
SEE COMMENT.

o PROGESTERONE RECEPTORS, NEGATIVE (0% OF CELLS).

COMME"'T: EVIDENCE FROM THE AVAILABLE LITERATURE INDICATES
THAT ESTROGEN RECEPTORS IMMUNO-REACTIVITY DETECTED IN LESS
THAN 30% OF NEOPLASTIC CELLS WOULD MOST LIKELY CORRESPOND TO
A NEGATIVE RESULT IN A BIOCHEMICAL ASSAY OF THE SAME SPECIMEN
(AMJ SURG PATHOL 14:1ZI·IZ7.1990).
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FROM: DR. G. ~~ECKA~, PATKOLOGIST, P~C

TO: ..~A~LOGISTS, Pose, 9 'I' . CltAltE'S MIl Otrr OF ~'J:Sll""-I'0Si'ITAI.S

.'

~TE: ~~r 2, 2C03

I am glad ~o inform you ~hat ~~ have reeei!~ed che difficulties reIaced to the

immuno.~ai~ of ER!PR, therefora, we C~ now res~~. r.gul~r requeee ~or these

an~ibody stains. I Will, however, like eo bring the ~ollowing lnformaelon co

your attention:

(a) Delayed :~tion.

(D) Over !ixation.

(e) onder !ix.ation.

(dl Uneven hXOltion.

(e) Inadequate eiso1,1c dehydzation.

(f) T15sue reproc••s1ng.

The optimal fixation time tor immunostaiD~ is 18 - 24 hours, ~n 10\

specify thet when you s8nd your requa.t.

It is advisable to maine.ic a regula~ cheek on ~~. PH of :he buttered

!o~~in even it it is procured e~~rcially. Regul.r check and

change of g~ades of aleohol in the Tissue Proce$.or will eliminate

inadequate tissue deA~ration.

Genera) Ho.pJta!
HoaIIlSci<mC<O.... ,QJ!11iD<:e Pbilip.I1IiY<•.SL ~.""',.I:lm~ Ca>adn ~.IP 3V~. T<l t7q9) 1~1-6300.F", (1q9)717·6400

Website: www.hee3jJl!.l;l

SInS: Gcnml HoSpr..1 • I_....y CbUd He.lth <:cur.'"Chi1drm:S ~b:1Ua:ioc Cctte • Dr.~d A. MIlleT Cenre
-", ("'lorr'.u~ HMnillll • Dr. Waher T'I1::mlo:=u. HAt.h Crr:trt • \\'alc:dord Ho.sp.tal
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2. RR!PR !al~e nega~1v~ result5 incr~~.~ 1n core b~op.1.8, ehe~efore, where

pos~ibl. r.'tric~ request ~o exc1eion Diopeiee.

3. Check normal brQa~t acini 1n your ••e~1on' a$ incQrnal eontrols. Thie is

a eecond level control. Nuclear ~tainin9 in dormal brea$c ci$eue is

het.rog.naou~ and v~r1•• w1tb m~~trual cycle.

4. In carcinoma of the bre&$t, mole ~R+ tumors are ~18o BR+. howevQr, 10' of

PH? tumor~ are ER-.

P&tier.te with PR. tumore have aignificAntly lonser disease free survival

than patient. wbo ar~ PR-.

5. Reporting ot ER!PR:

Severel formulae are ~n the literature.

FOR PosITIVE BBSULTS:

ER? 9r••t.~ or equal to 5\ nuclear 5tain~g.

ER+ ~O, of tumor staining.

iR_ 1. - shown to benefit frem endocrine treatment.

Consensus Statement on Adjuvant therapy of Brea~t Caneer, NovamDar 1-3,

2000, N&t~onal Institute of. Heal~h. "Any pos:.tive nuclear ER

1mmuno&taining i5 con~idered to be & po.itiv~ result and should be ..

defini~ive re&5:on for inetituting .nti8.trog~n therapy for a pat.ient."

The n.ec1ical oncologi15t. may require pereent.ge of tumor poait1rtty.

5. Kigher stainini intensity does not retlect better re15u1t~. Tbis 1s •

function of staining procedure and may alter. All cytopla15mic .t&ini~g in

ER and PR immuno.cain are to be cOD$idered a~ negative.
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M'.lc:"no\Ss.

~c~al (low nuelear grade).

8. LOW nuelear grade t~mor. are ueually poeitive for ER!PR and negarive tor

Her2Neu while high grade tumor. tend to b~ pos~tive tor Her2N~u an~

negar1v8 ~or ER!PR.

we are 'o1Cl~kin9' on ~h. remailtingaJlr:i..b041.. "do h.:lpefully all no;rmal

imDuno8ea1na will ~.a~e eoor..

~r.

ee: S' e Chief. HSC a.."1d St. Clare's
B =ry Dyer
~l Teennieal Staff on I~~hi~toehe~i.try




