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To whom 1s concerned,

Pr Nogales and myself are involved as readers of endometrial biopsy slides in many studies
evaluating the safety and efficacy of estrogen/progestin drug products (see CV) Most of these
studies concern drugs to be developed in the European market The industry follows the
recommendations provided by the European Agency for the Evaluation of Medicinal products
These recommendations are updated in accordance with the scientific advances made in this
area Being involved as experts for updating the European recommendations, we are interested
by the FDA recommendations We read carefully your draft guidance (docket number :
03D0007) published in January 2003 and have some comments concerning the monitoring and
the Appendix histologic descriptions recommended for use when reading endometrial biopsy
shdes

258-260 (page 7)

For the efficacy evaluation, three independent expert pathologists, blinded to treatment
group and to each other’'s readings, determine the diagnosis for endometrial biopsy slides
during the conduct of the study

Do you mean that one pathologist will read the biopsy at screening and three pathologists read
the final biopsy after 12-month of treatment

266-268 (page 7)

Standardized criteria as provided in Blaustein's pathology text (Pathology of the Female
Genital Tract) be used for the diagnosis of endometrial hyperplasia (see Appendix for
recommended histologic characteristics of the endometrium)

While the diagnosis of the different types of hyperplasia i1s well covered in many books of
gynecological pathology such as Blaustem 's or Haines and Taylor's pathology texts, the other
types of benign endometrium are not so clearly defined For instance,the difference between
atrophic and inactive endometrium is not made in most books We are surprised that the
proliferative category has been divided in this working document in three subcategories which
are not considered in any reference book We do not know which are the criteria, or where the
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limit 1s drawn to dif ferentiate a "weakly” versus "active” proliferative endometrium
Furthermore, the third category “disordered proliferative endometrium” s considered to be

nothing but a focal simple hyperplasia in the Blaustein's. This term is not considered by any
classifications issued by International Agencies such as the WHO Thus, we believe that
dividing proliferative into three entities which are not fully accepted by most gynecopathologists
will lead once again to poor reproducibility, lacking any practical value in the evaluation of the
endometrial tissue

269-270 (page 7)

Endometrial polyps be fully characterized as to the glandular proliferation and atypia (see
Appendix for additional histologic characteristics of the specimen).

Do you mean that polyps with hyperplastic features and more at the end of the treatment have
to be counted as an hyperplasia and thus a treatment failure 2 or do you believe that it has to
be described as a different entity? At the initial screening, 1t 1s usually requested to remove
polyps of any histologic type during hysteroscopy in order to prevent bleeding during treatment
and improve the comphance If it cannot be performed, the patient s excluded from the study
Considering this classification, what 1s the recommendation when a polyp 1s diagnosed at
screening? Is this recommendation different according to the histologic type of the polyp?

279-282 (page 7)

For the efficacy evaluation, the concurrence of two of the three pathologists be accepted
as the final diagnosis. If there is no agreement among the three pathologists, the most
severe pathologic diagnosis (i.e., atypical hyperplasia > complex hyperplasia > simple
hyperplasia > benign endometrium) would be used as the final diagnosis

This rule has been applied before only when a diagnosis of simple hyperplasia or more was
diagnosed by one of two pathologists In this case, a third pathologist had to be involved and
the concurrence of two of the three was accepted as the final diagnosis Now that three
pathologists will read ali the final biopsies, which diagnosis will be accepted as the final diagnosis
if a different diagnosis of benign endometrium (atrophic versus proliferative versus secretory)
1s proposed by the three readers? Is it considered as benign endometrium only? If so, why to
use a classification which include all the different types ot benign endometrium?

We thank you very much for considering these comments and giving your answer when
appropriate
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Pathologist in various menopause studies with the following
companies :

Solvay Arzneimittel, Postfach 22, D 30002 Hannover. Germany

Effik Laboratories, Burospace 7, 91571 Bievres. France

Merck Darmstadt, Postfach 64271, 64293 Darmstadt. Germany

Laboratoire Théramex, 6 Av. du Prince Héréditaire Albert. 98000 Monaco

IRIS- Servier, 6, Place des Pleiades, 92415 (Courbevoie Cedex. France

MAINSTREAM PUBLICATIONS
International Books

s The Regeneration of Human Endometrium under normal and pathologic
conditions. In: Mechanisms of Endometrial Bleeding. (Cook C. &
Discfalusy M. Eds.) W.H.O. Geneva 1980

e Neural Tissue 1in Human Teratomas. In: The Biology of Teratomas.
(Damjanov I. & Solter D. Eds.) Humana Press. Clifton N.J. 1983 ISBN
089603-040-7

* The Pathology of Germ Cell Tumours. In: Haines and Taylor’s.
Obstetrical and Gynaecological Pathology. 3rd Edition (Fox H. Ed.)
Churchill Livingstone London 1987 ISBN 0-143-02405-7

e The Pathology of Germ Cell Tumours. In: Haines and Taylor’'s
Obstetrical and Gynaecological Pathology. 4th Edition (Fox H. &
Wells M. Eds.) Churchill Livingstone. London 1995 ISBN 0-443-04537-2



Mcyales

The Pathology of Human Yolk Sac In: Haines and Taylor’s. Obstetrical
and Gynaecological Pathology. 4th Edition (Fox H. & Wells M. Eds.)
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SCIENTIFIC PAPERS

(does not include contributions in languages other than english)
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