January 12, 2005
Lila E. Nachtigall, MD
Department of Obstetrics and Gynecology
New York University School of Medicine
251 E. 33rd St.
New York, NY 10016
Dear Dr. Nachtigall,
On behalf of Wyeth-Ayerst Laboratones, DesignWnte has been asked to assist you with
the development of a manuscript concerning breast cancer and sex hormone-binding
globulin, Jeff Solomon recently contacted you concerning this matter.
I have sent you a copy of the manuscript, which you should be receiving by FedEx in the
next few days. I would very much like to discuss this project with you in greater detail,
and will contact your secretary to confirm receipt of the manuscript and to set up a
convenient time to speak. If you prefer, please feel free to contact me at 609-924-1116 or
via email at dwrite!kmittle@attmail.com.
Thank you for your cooperation. I look forward to talking with you.
Sincerely,

Karen D. Mittleman. Ph.D.
Medical Wnter

January 12, 2005

Lila E Nachtigall, MD
Department of Obstetrics and Gynecology
New York University School of Medicine
251 E. 33rd St.
New York, NY 10016
Dear Dr. Nachtigall,
Enclosed are the references used in the SHBG paper. We have ordered them according to
their appearance in the reference list. The only reference missing is #81 by Potischman et
al because we were unable to find it in our library. We have requested it and I will send it
to you separately.
I am looking forward to seeing the paper in print' If I can be of further service, please
feel free to contact me at 609-924-1116.
Sincerely,

Karen D. Mittleman, Ph.D.
Medical Wnter
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Re:
SHBG Outline
Ann:
Enclosed are changes to the outline that I have made to make it consistent with
the other outlines I have submitted to the client. I have included 8 references (57,10-14) that I have used in a previous paper that I think helps support your
points regarding breast cancer and HRT.
The following issues I had questions about:
1) Thacker reference (ref #2) - This is "Thacker" in your outline, but "Thaker" in
the ref list. Also for this reference, you indicated the page numbers were
"205-201". I assumed it was 205-210, is this correct?
2) You have spelled "Von Schoultz" differently in the text and the ref list. Which
is correct?
3) You cited "Bocchinofuso, 1992" in the text but this reference was not present
in the ref list (ref #26).
I have 7 of the 8 references I added in hand (missing Key and Pike, 1988) and
will mail copies of them to your home, along with your disk that contains the
updated outline. I plan to send the outline, after our editorial staff checks it, to the
client this week. I will get back to you on their response.
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January 12, 2005

Lila E. Nachtigall, M.D.
Department of Obstetrics and Gynecology
New York University School of Medicine
251 East 33rd St
New York, NY 10016
Dear Dr. Nachtigall:
Enclosed is the manuscript with the changes you suggested to the section entitled "Sex
hormone-binding globulin, estrogens, and breast cancer" on page 7.1 have also included
an acknowledgements page indicating Ann Contijoch's assistance in editing the paper.
Please contact me at 609-924-1116 if you have any questions about these changes or if
the paper requires further changes.
If you do not have any changes, I have included two additional copies of the manuscript
that are requested in the instructions for submission to Primary Care Update for
OB/GYNs.
Enclosed is also a sample letter which includes the specific paragraph (second paragraph)
regarding information on submission and preparation of the manuscript that is requested
by the journal.
It has been a pleasure working with you and I look forward to meeting you and working
with you again in the future.
Sincerely,

Karen D Mittleman, Ph.D
Medical Wnter
Enclosures

February

, 1998

Vicki L. Seltzer, MD
Editor-in-Chief
Primary Care Update for OB/GYNs
Chairman, Obstetrics and Gynecology
Long Island Jewish Medical Center
270-05 76th Avenue, Suite 1100
New Hyde Park, NY 11040
Dear Doctor Seltzer:
I am pleased to submit the enclosed review article entitled "Sex Hormone-binding Globulin and
Breast Cancer Risk" for publication in the Primary Care Update for OB/GYNs.
I certify that this matenal has not been published previously and is not under consideration by
another journal. I further certify that I have had substantive involvement in the preparation of this
manuscript, and am fully familiar with its content.
I will be responsible for any prepublication questions and for proofs. My address is on the
manuscnpt and above. My telephone number is (212) 263-6361; the fax number is (212) 7798432.
Please do not hesitate to contact me if you have any questions.
Sincerely,
Lila E. Nachtigall, MD
Enclosures

DRAFT

June

, 1998

Vicki L. Seltzer, MD
Editor-in-Chief
Pnmaty Care UpdateforOB/GYNs
Chairman, Obstetncs and Gynecology
Long Island Jewish Medical Center
270-05 76th Avenue, Suite 1100
New Hyde Park, NY 11040
Dear Doctor Seltzer:
Enclosed are the revised article "Sex Hormone-binding Globulin and Breast Cancer Risk" and a
detailed description of the revisions suggested by the reviewers. In those instances that a
suggested revision was not appropriate, I have included a rationale for my decision. Thank you
for taking the time to review this paper. I look forward to its publication m Primary Care Update
for OB/GYNs.
Please do not hesitate to contact me if you have any further questions. My telephone number is
(212) 263-6361; the fax number is (212) 779-8432.
Sincerely,

Lila E. Nachtigall, MD
Enclosures
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Reviewer #1
A paragraph that documents the effects of SERMs, including raloxifene, and the addition
of androgens to estrogens on SHBG has been added to the end of the section titled "Sex
hormone-binding globlulin, estrogens, and breast cancer."
Reviewer #2
Abstract-Comment 1: The request to change the language "no substantial breast cancer
risk has been consistently associated with post-menopausal estrogen replacement
therapy" is not justified Although the reviewer cites the recent meta-analysis by the
Collaborative Group on Hormonal Factors in Breast Cancer (Lancet 350:1047, 1997) to
claim a definitive association, I would refer the reviewer to the LeLorier et al. paper in
NEJM (337:536, 1997) and its corresponding editonal by Bailar (NEJM 337:559, 1997)
that addresses the potential problems of meta-analyses and the discrepancies between
meta-analyses and large randomized, controlled trials. Based on all the evidence available
I feel the sentence, as it stands, is scientifically accurate.
Introduction-Comment 1: The last sentence of the 2nd paragraph, "The development of
contraceptives that reduce the levels of premenopausal ovarian hormones has been
promoted as a strategy to protect against breast cancer, since they decrease the lifetime
exposure to ovanan steroids (4)," has been deleted as suggested.
Introduction-Comment 2: The reviewer's suggestion to revise the statement about the
role of estrogen/progesterone on the incidence of breast cancer is not justified. I have
stated in the paper, "studies have not demonstrated consistently that postmenopausal
replacement of estrogens or progesterone plays a role in increasing the incidence of
breast cancer." which is accurate. Although Steinberg et al. (Reference 11) did find an
effect after 15 years of use, this effect was not evident up to 14 years of use. Other
research has not supported this finding, including data from the large, prospective Iowa
Women's Health Study Cohort (Sellers et al., Ann Intern Med 127.973, 1997). This
citation has been added to the reference list. The reviewer's comment regarding the
statistical analyses used in Reference 12 is inappropriate. That reference was published in
the reputable journal Obstetrics and Gynecology after a thorough peer-review process,
and is appropriately cited in this paper.
Introduction-Comment 3: The reviewer's argument against using the studies of Eden et
al. (Reference 15) and DiSaia et al. (Reference 16) is, again, not justified. I would refer
the reviewer to the editorial by Holmberg (Ann Oncol 7:655, 1996) which cites these
references in reviewing the literature on the use of HRT for women with a personal
history of breast cancer. The review of the current paper is not the appropriate place to
criticize the methodological flaws of published papers.
Introduction-Comment 4: The last sentence in this section, "Finally, overall mortality
from breast cancer is reduced for those who have used ERT or HRT compared to
nonusers (17-19)," has been removed as suggested,

Endogenous Hormones and Breast Cancer-Comment 1:1 do not agree with the
reviewer that the sentence. "Because of this, it has been difficult to establish a direct
relationship between total plasma estrogens and breast cancer incidence in pre- and
postmenopausal women," is not relevant to the preceeding or subsequent sentence. In the
preceeding sentence I have provided documentation that the luteal phase is associated
with a higher breast cell mitotic rate compared with the follicular phase. Since
progesterone is also high during this phase, a direct effect of estrogen may be questioned.
In contrast, the fact that progesterone added to unopposed estrogens reduces endometrial
cancer risk suggests a direct involvement of estrogen.
Sex Hormone-Binding Globulins, Estrogens, and Breast Cancer-Comment 1: The
reviewer's suggestion to revise the statement on page 8 ".. .absence of a definitive causal
relationship between exogenous postmenopausal ERT and breast cancer risk" is not
justified. This interpretation is well documented.
Sex Hormone-Binding Globulins, Estrogens, and Breast Cancer-Comment 2:1 quote
from Eden et al (Menopause 2:67, 1995) on page 72, "Our results show a statistically
significant beneficial effect of combined continuous estrogen used with moderate dosage
progestin on the development of tumor recurrence among women with breast cancer." I
have reworded the sentence in question to reflect this information and have added further
support with the article of DiSaia et al. that was mentioned previously
Sex Hormone-Binding Globulins, Estrogens, and Breast Cancer-Comment 3: The
reviewer suggests that the second paragraph on page 8 is speculative. Where data are
available I have cited these studies. Where I am suggesting a potential theoretical link
that has not been tested, I clearly use the term "might". Since the purpose of science is to
methodically evaluate hypotheses, I am proposing a potential hypothesis which is based
on sound science. This is a far cry from total speculation.
Sex Hormone-Binding Globulins, Estrogens, and Breast Cancer-Comment 4: The
reviewer's suggestion that the Wile et al. reference (Number 67) is cited inappropriately,
is puzzling. On page 374 of this article the authors state that non-estradiol estrogens may
protect against carcinogenesis and then note that the majority of conjugated estrogens are
non-estradiol estrogens. Based on these points, these authors state, ".. .then HRT may
have little, if any. harmful effect with respect to breast carcinogenesis and may even
function as an anti-promoter providing protection against development of second primary
breast cancer."
Sex Hormone-Binding Globulins, Estrogens, and Breast Cancer-Comment 5:1 have
changed the sentence on page 9 to read "The equivocal effect of HRT on breast cancer
epidemiology...". This altered sentence is completely justified from the currently
available data.
Summary-Comment 1: See previous comment regarding the reviewer's issue of "total
speculation."

January 12, 2005
Lila E. Nachtigall, MD
Department of Obstetrics and Gynecology
New York University School of Medicine
251 E. 33rd St.
New York, NY 10016
Dear Dr. Nachtigall,
Enclosed is the revised manuscript and a hard copy of the detailed revisions in response
to the reviewers. In addition to the two sentences that were deleted, I have changed the
first sentence of the second paragraph on page 9, and included the paragraph beginning
with "Alternative approaches..." at the bottom of page 9.
I will be out of the office for a conference from Wednesday, June 3rd, and will return on
Monday, June 8th. I will call you when I return to see if further changes to the paper are
required. If you need to contact me in the meantime, I will call in for messages My
number is 609-924-1116.
Thank you for your cooperation. I look forward to talking with you.
Sincerely,

Karen D. Mittleman. Ph.D.
Medical Wnter
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April 13, 1998
Jeffrey A Solomon
Product Director, HRT
Wyeth-Ayerst Pharmaceuticals
555 East Lancaster Avenue
St. Davids, PA 19087
Dear Jeff:
Enclosed please find the Research Surveillance Program Proposal and the Pharmaceutical
Compendia Surveillance Program I faxed you last Thursday. I am also sending you the
Creasman letter and the final version of the SHBG paper.
I have still not received a copy of the SHBG-submission letter from Dr. Nachtigall, and I
am following this up with her
Best regards,
Ann M. Contijoch, PhD
Medical Wnter
AMC

Januarv 12, 2005
Lila E. Nachtigall, MD
251 E. 33rd St., 5th Floor
New York, NY 10016
Dear Lila/Jeanette,
Congratulations on the publication! I did not find any changes that needed to be made to
the galleys Since the 5th page of their instructions (see attached) states that the corrected
set of proofs can be faxed, I would immediately fax either copy of the galleys to John
Steinkamp at (212) 633-3888. You should state in your cover fax that no changes were
made to the proofs.
In terms of ordering reprints, I have a call into Jeff at Wyeth. Since you have to sign the
copynght page (2nd page of the material packet) and mail it to them, I would wait to also
include the ordering sheet (pages 3 and 4) until you hear from me. I have asked Jeff to
contact me ASAP. If you have any questions, please feel free to contact me at 609-9241116.
Sincerely,

Karen D, Mittleman, Ph D
Medical Writer
End.

