
pVECEIV 

FEB 1 1 2003 M 
TODD LAW 

DesignWrite and the Wyeth Women's Health 
Care Franchise: 

Moving Forward 

A proposal provided by 
® 

DesignWrite , Inc. 

February 2003 

k wl 
t C ^ 

,zl°* 

-n^ 

PROPRIETARY AND CONFIDENTIAL © 2003 by DesignWrite, Inc. 

Confidential Pursuant to Confidentiality 
Order 

Produced for use in NJ HRT litigation. LAWT201-001085 



Premarin and TMG2003 Medical and Scientific Communications 

Contents 
1. Integrating Work for the Wyeth Women's Health Care Franchise 3 

1.1. Within DesignWrite 3 

1.2. DesignWrite's recommendations for Wyeth 4 

2. Publications - Present Position 5 

2.1. Launch Status 5 

2.2. Publications/Abstracts Summary Table 5 

2.3. 1-mg 17P-estradiol/Trimegestone Clinical 6 

2.3.1. Sequential 6 

2.3.2. Continuous combined 6 

2.4. 2-mg 17P-estradiol/Trimegestone Clinical 6 

2.5. 17p-estradiol/Trimegestone Preclinical 6 

2.6. Conjugated Equine Estrogens/Trimegestone 6 

2.6.1. Clinical 6 

2.6.2. Preclinical 6 

2.7. Trimegestone Alone Preclinical 6 

3. Needs 7 

3.1. Immediate Needs 7 

3.2. Less-immediate Needs 8 

3.2.1. Prepare for launch of CEE/TMG in US 8 

3.2.2. Prepare for further launches of 1-mg and 2-mg 17p/TMG in EU 8 

3.3. Other Needs 9 

3.3.1. Publication planning outcomes 9 

4. Transitioning Work to DesignWrite 10 

5. The Advantages of Using a Single Agency - Synergies 11 

6. Staffing Levels at DesignWrite 12 

7. Budgets and Savings 13 

8. Appendix A: Papers and Abstracts 14 

9. Appendix B: Meetings Grid 31 

2/10/2003 Page 2 

Confidential Pursuant to Confidentiality Produced for use in NJ HRT litigation. LAWT201-001086 
Order 



® 

* v 

vf 
yr 

Premarin and TMG2003 Medical and Scientific Communications 

1. Integrating Work for the Wyeth Women's Health Care 
Franchise 

1.1. Within DesignWrite 

A solid publication plan is the scientific foundation that supports all marketing efforts. 
DesignWrite has been and remains instrumental in designing a strategic long-term publication 
plan for the Premarin® Family of Products to fulfill predetermined goals. 

At DesignWrite we are excited by the opportunity to expand our work on the Wyeth Women's 
Health Care (WHC) Franchise of products. We are dedicated to further becoming a seamless 
member of the Wyeth WHC Franchise publications team. 

While we have forged an excellent working relationship through our work on Premarin and 
Prempro over more than 5 years, the addition of 17p-estradiol (17(3)/trimegestone (TMG) and 
conjugated equine estrogens (CEE)/TMG adds an extra dimension to this relationship. Thus, we 
will be modifying our team structure to maximize integration of key messages for publications 
across the Wyeth WHC Franchise of products. 

A Karen Mittleman, PhD, and Nicole Cooper will continue to manage their respective areas of 
r«A 7 Strategic Publications, low-dose CEE/MPA, and overall management of the WHC publications. 

lp * Andrew Lea, PhD, has been added to the team to focus on 17p/TMG and CEE/TMG 
publications and communications. 

Though each of the three will be responsible for their own areas, they will also be working 
closely together to ensure that an integrated approach to publications is used. To achieve this 

jj$4 end, the following will be undertaken within DesignWrite: 

y* r^ ;^ • Meet twice a week to ensure each is aware of the others' projects and to stimulate 
J^4" consideration of all possible solutions to problems 

Share tracking information for all Wyeth WHC Franchise projects 
7) V 

^ v ^ • Prioritize the workloads and demands on Wyeth personnel and balance them across the 
different areas 

Manage the demands on and needs of key opinion leaders 

Make sure that passing information to one of the three DesignWrite team members will 
be the same as passing it to all three 
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® Premarin and TMG 2003 Medical and Scientific Communications 

1.2. DesignWrite's recommendations for Wyeth 

Although we are flexible and will adapt to any approach the Wyeth WHC Franchise team wishes 
to use, we would like to make the following recommendations that we feel would help achieve a 
better outcome in the interaction between Wyeth and DesignWrite for the Wyeth WHC 
Franchise of products: 

• Using a tool to electronically manage the Wyeth WHC Franchise publications program 
will greatly aid communication within and between Wyeth and DesignWrite. The 
PeerView product ofPubStrat appears to be suitable for this function and we are further 
evaluating this software as are Wyeth; DesignWrite's eMACC is another system under 
consideration 

• Meeting more frequently than once per month for the immediate future, perhaps only for 
\j^£ 7* a core group of the Wyeth WHC Franchise publication team members. 

• Re-evaluating the timeline for the publication and abstract review process, especially in 
light of urgent publication needs 
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Premarin and TMG2003 Medical and Scientific Communications 

2. Publications - Present Position 

2.1. Launch Status 

The following table shows the current estimates for filing and launch of the TMG family of 
products. Supporting 1-mg 17P/TMG in the EU is of prime urgency, with CEE/TMG in the US 
being the second most urgent. 

1-mg 17p/TMG 

2-mg 17P/TMG 

CEE/TMG 

EU/ex-US 

Launched in Sweden, 
MRP* started 

MRP completed, launched in 
several EU countries 

* 

US 

Filing planned for 2006 

Filing not planned 

Filing of NDA soon, approval 
-Wv\ô  anticipated Ql 2004 

*MRP = Mutual Recognition Process for EU. 

2.2. Publications/Abstracts Summary Table 
The table below summarizes what we know at DesignWrite about publications for the TMG 
family of products. Further details are presented in sections below. We have compiled a 
comprehensive list of publications and abstracts; however, we understand that some may not be 
captured here, especially early-phase manuscripts and abstracts which are in development by 
Wyeth authors. Appendix A contains a full listing of these papers and presentations. 

Papers 
published 

Papers 
planned 

Abstracts 
presented 

Abstracts 
planned 

1-mg 17P/TMG 

Sequ
ential 

0 

3 

4 

3 

Contin
uous 

0 

3 

4 

2 

2-mg 

17P/TMG 

11 

6 

7 

0 

17P/TMG 

Preclinical* 

2 

0 

7 

0 

TMG alone 

Preclinical 

4 

4 

9 

0 

CEE/TMG 

Clinical 

0 

6 

1 

0 

CEE/TMG 

Preclinical 

0 

0 

0 

0 

*Preclinical includes Phase II studies and earlier. 

In addition to the journal papers and abstract presentations above, a supplement to Climacteric 
that was slated for publication in December 2002 has been in development by Parthenon. Note 
that supplements to Climacteric are not peer-reviewed. This supplement contains one preclinical 
paper on TMG, a clinical review of TMG in general, a review of general efficacy of 1-mg 
17p/TMG, a review of efficacy on bone outcomes with 2-mg 17p/TMG, and a safety review of 
2-mg 17p/TMG. See Appendix A for more details. 

2/10/2003 Page 5 

Confidential Pursuant to Confidentiality Produced for use in NJ HRT litigation. LAWT201-001089 
Order 



Premarin and TMG 2003 Medical and Scientific Communications 

2.3. 1-mg 17p-estradiol/Trimegestone Clinical 

2.3.1. Sequential 

No papers have been published; however, three journal papers are planned and will be ready for 
submission between February and April 2003. Estimated publication dates are Q3/Q4 2003 or 
2004. 

Four abstracts were presented at the International Menopause Society (IMS) in June 2002. Three 
abstracts are planned for the European Congress on Menopause (EMAS) in May 2003. 

2.3.2. Continuous combined 

No articles have been published to date, but three journal papers will be ready for submission 
between March and April 2003. Estimated publication dates are Q3/Q4 2003 or 2004 

Four abstracts were presented at IMS in June 2002 and an additional two are planned for EMAS 
in May 2003. 

2.4. 2-mg 17p-estradiol/Trimegestone Clinical 

Eleven journal papers were published between 1997 and 2002. An additional six are in 
preparation, with two ready for submission in Ql 2002 and one final paper awaiting data (slated 
for submission in Q2 2003). 

Seven abstracts were presented throughout 2002 at The World Congress of Gynecological 
Endocrinology, the Congress of the European Association of Gynecologists and Obstetricians, 
the Society of Italian Gynecologists/Obstetricians (SIGO), and the 2nd International Symposium 
on Progestins and Progesterone Receptor Modulators. Nothing known is planned for 2003. 

2.5. 17P-estradiol/Trimegestone Preclinical 

Two journal articles have been published; none are known to be in preparation. 

Seven abstracts have been presented 

2.6. Conjugated Equine Estrogens/Trimegestone 

2.6.1. Clinical 

Nothing has been published to date. However, approximately six papers have been planned, but 
have been on hold awaiting go ahead from Wyeth. 

One abstract was presented in 2001 and none are known to be planned for 2003. 

2.6.2. Preclinical 

Nothing is known to have been published, planned, or presented for preclinical CEE/TMG. 

2.7. Trimegestone Alone Preclinical 

Four journal papers have been published and four additional papers are planned. 

A total of nine abstracts were presented from 1999 to 2001, but nothing is planned for 2003 as 
far as we know. 
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® Premarin and TMG 2003 Medical and Scientific Communications 

3. Needs 

After comparing the launch schedule and the status of publications and abstract presentations, we 
suggest the following: 

3.1. Immediate Needs 

Provide support for 1-mg 17p/TMG launches in EU and elsewhere. 

Options: 

1. Poster book(s) for EU countries (see Appendix B for a meetings grid) 

o Pros - can be done very quickly 

o Cons - not peer-reviewed information 

2. Produce a published or unpublished, electronic or hardcopy newsletter from the May 
1 EMAS; this could include abstracts presented on TMG and additional key presentations 

\ ) ^ V J ^ ' ° ^ r o s ~ c a n ^ e ^ o n e s ickly and could be available within a few weeks of the 
l> ' meeting; in addition, since attendance at EMAS is expected to be low, this option 

may be a way to distribute EMAS information to a broader audience 

o Cons - not peer-reviewed publication 

3. Publish one or two already written clinical papers in a non-specialist peer-reviewed 
journal for quick publication (Clinical Therapeutics, Current Medical Research and 
Opinion, Clinical Drug Investigation) 

o Pros - makes a peer-reviewed Phase III publication available for EU sales forces 
within as little as 2 months from submittal versus 6 to 9 months for specialist 
journal 

o Cons - lower impact factor journal, and the publication vehicle will not be highly 
regarded by Ob/Gyns 

4. Produce one or more Web and/or CD-ROM presentations from symposia or ad-hoc talks 
by selected EU key opinion leaders 

o Pros - again this can be done quickly and can link a well-respected researcher 
with 1-mg 17p/TMG; could also cover some data on file 

o Cons - not peer-reviewed information 
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3.2. Less-immediate Needs 
T 

3.2.1. Prepare for launch of CEE/TMG in US 

Recommendations: 

• Identify key papers to be developed immediately and proceed with them 

• Start planning for presentations at FIGO (March 15 deadline), N^MS (April 15 
deadline), ASBMR (April 16) and ASRM (May 1) 

• Initiate preparation of product monograph as these often take 12 months to prepare with 
^f^ ~7 regulatory hurdles; one or more slide kits should be developed in conjunction with the 

monograph 

• Redo the publication plan from the ground up given the new environment and the 
^ changing Wyeth WHC Franchise framework; incorporated within this will be competitive 

and gap analyses 

3.2.2. Prepare for further launches of 1-mg and 2-mg 17p/TMG in EU 

Recommendations: 

• Push written papers as quickly as possible through to publication depending on priority 

• Start planning for presentations at COGI (February 15 deadline) and FIGO (March 15 
deadline) 

• Redo the publication plan for 17p/TMG from the ground up given the changing Wyeth 
WHC Franchise framework; the new plan will aid longer-term planning for papers and 
presentations and will incorporate competitive and gap analyses 
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® Premarin and TMG 2003 Medical and Scientific Communications 

3.3. Other Needs 

Integrate strategy across Wyeth HT franchise for both US and ex-US. 

Recommendation: 

• Ensure publication strategies, messages and plans are aligned for 17p/TMG, 
CEE/TMG, CEE/MPA (most-commonly-prescribed- and low-dose), and CEE (most 
commonly-prescribed- and low-dose) 

Suggestions: 

• Launch a quarterly, international, peer-reviewed electronic journal to cover new 
research and developments for Wyeth WHC Franchise and therapeutic area. This 
would have an editorial board of internationally known researchers and would be 
funded by an unrestricted educational grant. A proposal with further details can be 
presented if required 

• Develop an internal Wyeth WHC Franchise newsletter to aid communication with 
zp affiliates worldwide. A proposal with further details can be presented if required 

3.3.1. Publication planning outcomes 

As we currently have not had the opportunity to thoroughly evaluate the clinical trial data for 
17p/TMG and CEE/TMG, we cannot make detailed recommendations for publication planning 
at this time. 

However, as part of the publication process, recommendations will be made for the following: 

»y) Publish data-mining articles to get the most from your clinical trials 

» Define the market need and achieve a balance between opinion papers and those 
grounded in scientific data with publication of review articles 

»\ Conduct advisory boards with Key Opinion Leaders to validate strategies and plans 

» Hold a number of platform round tables and publish proceedings as supplements in 
appropriate journals 

• Organize symposia for US and international scientific meetings .̂ 
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4. Transitioning Work to DesignWrite 

• DesignWrite should assume responsibility for managing the TMG Publication meetings, and 
tracking and management of all projects as soon as is practical 

• We would recommend that someone at Wyeth (ie, on the TMG team) act as a liaison for 
Oy communications between DesignWrite, Oxford Clinical Communications (OCC), and 

Parthenon 

Projects that have not been initiated, or are in very early stages of development, should be 
transferred to DesignWrite where possible to ensure message consistency^, ^ 

Later-stage projects that are almost completed should be finished byJP^C or Parthenon. 

~-7 
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® Premarin and TMG 2003 Medical and Scientific Communications 

5. The Advantages of Using a Single Agency - Synergies 

The advantages of using a single agency to manage and develop publications for the TMG 
family of products, low-dose CEE/MPA, and strategic publications are: 

• An integrated approach to ensure consistency of message across all the publication plans and, 
thus, publications and abstract presentations 

• Lack of duplication of effort in dealing with multiple agencies 

• Cost-savings - although there will be some cost-savings with DesignWrite because of the 
volume of work, the main cost outcome will be an overall higher quality of finished product 
as a result of an integrated approach to publications. Phrasing it another way, the use of a 
single agency will be maximizing cost-effectiveness . » v ^ ~7 ? 7 
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6. Staffing Levels at DesignWrite 

The three key people at DesignWrite: 

• Andrew Lea, PhD - will be project managing and developing the publications plans for 
17p/TMG and CEE/TMG 

• Karen Mittleman, PhD - will continue to manage and develop the Strategic Publications 
manuscripts and low-dose CEE/MPA 

• Nicole Cooper - will continue to manage the Women's Health Publications meetings and 
develop the low-dose CEE/MPA publications 

Communication between these individuals will be the mantra to ensure an integrated approach 
for the three areas. 

Each will know what the other two are doing so any one of the three can be contacted; a three-
headed Hydra will be the outcome, but without the nasty side effects. 

Rosie Lynch will be overseeing their work and will have fiscal responsibility. 

The medical writing capacity of Andrew, Karen, and Nicole will be fortified by: 

• Fiona Herr, PhD - has worked on many projects for the Wyeth WHC Franchise 

• Edward Weselcouch, PhD - has also worked on many projects for the Wyeth WHC 
Franchise 

• Additional support will be provided as needed from the DesignWrite team of 16 medical 
writers, the majority of whom have PhDs or MDs 

Maxine Goldsmith and Jane Plass will be the medical librarians assisting the team. 

Administrative support to the DesignWrite team will be provided by Adrienne Pitrelli, our Senior 
Medical Secretary. 

A firewall will be maintained at all times between the DesignWrite WHC publication team and 
the WHC CME team. 

%vu. &**" 
\r '.s 
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7. Budgets and Savings 

Our services for publication management include: 

• Developing and integrate publication plans for products in the WHC franchise 

• Conducting monthly meetings 

• Maintaining databases of pertinent meeting deadlines and details of relevant journals 

• Ensuring that opportunities are not missed through proactive project management 

• Maintenance of an electronic management tool for publication and meeting projects 

• Routine monitoring and regular reporting of the literature for the Premarin family of 
products and their competitors 

• Provide suggestions and proposals to spur the Wyeth WHC Franchise teams to consider 
alternative ideas 

• Liaise with appropriate internal groups for information and follow up 

For Wyeth, cost savings will be achieved by DesignWrite integrating work across all Wyeth 
WHC Franchise products including, the Premarin family and TMG family of products. 

Management/Tracking and Consultation Services $255,000 

This has been discounted by 15% from $300,000 because of the volume of work we have with 
Wyeth. 

Manuscripts (assuming two rounds of review) $25,000 

DesignWrite's normal fee for manuscripts with other clients was increased to $30,000 in 2001 
However, because of our established relationship with Wyeth this has not changed for the last 
two years. We will continue this price for 2003 to cement this relationship and give Wyeth 
excellent value for money and quality with every manuscript we work on at DesignWrite. 

Proposals and budgets for additional ad-hoc projects will be presented as the need arises 

V)e^A ^ C±t £> C < ? 6 ^ \ 

m± 
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8. Appendix A: Papers and Abstracts 

Note that although every effort has been made to ensure that the listings below are comprehensive, some may not be collected or the 
status of some projects may be uncertain. 

Symposia/Supplement Presentations/Papers for TMG, 17p/TMG & CEE/TMG 
Product 

1-mg 17pH"MG 
Continuous 

2-mg 17p/TMG 

2-mg17p/TMG 

TMG 

TMG 

Author 

Bouchard P 

Gambacciani M 

Schneider HPG 

GrubbG 

Winneker R 

Paper title 

Paper WMC(4) 
A comparative clinical evaluation of a 
continuous HRT preparation 
containing 1 mg estradiol and the 
novel progestin trimegestone 

Paper WMC(3) 
A comparative clinical evaluation of 
the effect of a new sequential HRT 
preparation containing 2 mg estradiol 
and the progestin trimegestone on 
postmenopausal bone loss 

Paper WMC(2) 
An overview of the comparative 
efficacy, safety, bleeding profile and 
effect on lipids of a sequential HRT 
preparation containing 2 mg estradiol 
and trimegestone 

Clinical experience with trimegestone 
as a new progestin in HRT 

Paper WMC(1) 
The preclinical biology of 
trimegestone: a new potent and 
selective progestin 

Area 

Climacteric symptoms 
Efficacy 

Clinical; Bone 

Clinical review 
Safety Bleeding profile 
Metabolism 

Clinical review 

Preclinical review 

Timing 

December, 2002 
Climacteric Suppl. 

December, 2002 
Climacteric Suppl. 

December, 2002 
Climacteric Suppl. 

2nd International 
Progestin Symposium 
Sienna 

December, 2002 
Climacteric Suppl. 

Notes 

First draft submitted for initial review August 9 
Comments received from Daniele October 9 
Revised draft to be submitted October 25 
Comments expected November 20 

First draft submitted for initial review July 30 
Comments received from Gary October 14 
Revised draft to be submitted November 20 

First draft submitted for initial review August 1 
Comments received from Gary October 9 
Revised draft to be submitted November 20 

Paper prepared and in review 

First draft submitted for initial review July 29 
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Journal 
Papers 
Product Authors Priority Article title 

Italicized abstracts have been 
presented 
Stage Journal Timing Status 

17p/TMG 
upmAG 

17/VTMG 

17pH"MGand 
CEE/TMG 

Bouali Y, Gaillard-
Kelly M, Marie PJ 

Lepescheux L, 
Secchi J, 
Gaillard-Kelly M, 
etal. 

TBD 

A 

B 

9 
* 

Effects of trimegestone alone or in 
combination with estradiol on bone 
mass and bone turnover in an adult 
model of osteopenia 

Effects of 17p-estradiol and 
trimegestone alone, and in 
combination, on the bone and uterus of 
ovariectomized rats 

A review on the clinical experience with 
trimegesterone in combination with 
17p-estradiol and Premarin. Emphasis 
on endometrial, lipid and metabolic 
effects and safety 

Preclinical 

Preclinical 

Clinical 
review 

Gynecological 
Endocrinology 

Gynecological 
Endocrinology 

Menopause or 
Int J. Fertand 
Women's Health 

Published 
February 
2001;15:48-55. 

Published August 
2001;15:312-320. 

TBD 

Completed 

Completed 

Project not started 
OCC suggested paper 

1-mg 
17p/TMG 
1-mg17p/TMG 
Continuous 

1-mg 17P/TMG 
Continuous 

TBD 

TBD 

B 

A 

Paper PC(3) 
Metabolic and hemostatic profile of 
postmenopausal women receiving a 
continuous combined regimen of either 
1-mg estradiol with trimegestone or 
estradiol and norethisterone acetate 
over a 1-year period 

Paper PC(2) 
A comparison of the effects of 
continuous combined regimens of 1 mg 
estradiol and trimegestone with 
regimens containing estradiol and 
norethisterone acetate upon the profiles 
of endometrial bleeding and safety in 
postmenopausal women for up to 2 
years 

Phase III 

Phase III 

TBD 

TBD 

Submit April 2003 

Submit March 
2003 

Project in progress 
First draft submitted for initial review April 4 
Comments received from Gary May 13 
Revised draft to be submitted November 30 
Comments expected January 15 
Final paper to be submitted for review March 17 
Sign-off expected April 11 

Project in progress 
First draft submitted for initial review August 19 
Comments expected November 18 
Revised draft to be submitted December 1 
Comments expected January 8 
Final paper to be submitted for review January 22 
Sign-off expected February 22 
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Journal Papers 
Product 

1-mg 17p/TMG 
Continuous 

1-mg17p/TMG 
Sequential 

1-mg17p/TMG 
Sequential 

1 -mg 17p/TMG 
Sequential 

Authors 

TBD 

TBD 

TBD 

TBD 

Priority 

A 

B 

A 

A 

Article title 

Paper PC(1) 
A study of the efficacy of continuous 
combined regimens of 1-mg estradiol 
and trimegestone compared with 
regimens containing estradiol and 
norethisterone acetate in 
postmenopausal women for up to 2 
years 

Paper PS(3) 
Metabolic and hemostatic profile of 
postmenopausal women receiving a 
combined sequential regimen of either 
1-mg estradiol and trimegestone or 
estradiol and norethisterone over a 1-
year period 

Paper PS(1) 
A study of the control of climacteric 
symptoms in postmenopausal women 
following sequential regimens of 1-mg 
estradiol and trimegestone compared 
with a regimen containing estradiol and 
norethisterone over a period of 2 years 

Paper PS(2) 
A comparative 2-year study of the 
effects of sequential regimens of 1 mg 
estradiol and trimegestone with a 
regimen containing estradiol and 
norethisterone upon the patterns of 
endometrial bleeding and safety in 
postmenopausal women 

Italicized abstracts have been presented 
Stage 

Phase III 

Phase III 

Phase III 

Phase III 

Journal 

TBD 

TBD 

TBD 

TBD 

Timing 

Submit Feb 2003 

Submit April 2003 

Submit March 
2003 

Submit March 
2003 

Status 

Project in progress 
First draft submitted for initial review August 7 
Comments received from Daniele October 4 
Revised draft to be submitted November 30 
Comments expected December 20 
Final paper to be submitted for review January 10 
Sign-off expected February 10 

Project in progress 
First draft submitted for initial review April 19 
Comments received from Gary May 13 
Revised draft to be submitted December 9 
Comments expected January 13 
Final paper to be submitted for review February 28 
Sign-off expected April 18 

Project in progress 
First draft submitted for initial review August 8 
Comments expected November 20 
Revised draft to be submitted December 20 
Comments expected January 20 
Final paper to b submitted for review February 14 
Sign-off expected March 16 

Project in progress 
First draft submitted for initial review August 9 
Comments expected November 20 
Revised draft to be submitted December 20 
Comments expected January 20 
Final paper to be submitted for review February 20 
Sign-off expected March 20 
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Journal Papers 
Product Authors Priority Article title 

Italicized abstracts have been presented 
Stage Journal Timing Status 

2-mg 
17p/TMG 
2-mg 17p/TMG 

2-mg 17/3/TMG 

2-mg 17/VTMG 

2-mg 17p/TMG 

2-mg 17/3/TMG 

2-mg 17/37TMG 

Al-Azzawi F, 
Wahab M, 
Thompson J, et 
al. 

Al-Azzawi F, 
Wahab M, 
Thompson J, et 
al. 

Meuwissen JH, 
Beijers-De-Bie L, 
Vihtamaki T, et al. 

Meuwissen JH, 
Beijers-De-Bie L, 
Vihtamaki T, et al. 

Ross D, Godfree 
V, Cooper A, et 
al. 

van Baal WM, 
Smolders RG, 
van der Mooren 
MJ 

A 

B 

A 

A 

B 

B 

Acceptability and patterns of uterine 
bleeding in sequential trimegestone-
based HRT: a dose-ranging study 

Acceptability and patterns of 
endometrial bleeding in estradiol-based 
HRT regimens: a comparative study of 
cyclical sequential combinations of 
trimegestone or norethisterone acetate 

A 1-year comparison of the efficacy and 
clinical tolerance in postmenopausal 
women of two hormone replacement 
therapies containing estradiol in 
combination with either norgestrel or 
trimegestone 

Assessment of the metabolic tolerance 
in postmenopausal women over a 1-
year period of two hormone 
replacement therapies containing 
estradiol in combination with either 
norgestrel or trimegestone 

Endometrial effects of three doses of 
trimegestone, a new orally active 
progestogen, on the postmenopausal 
endometrium 

Hormone replacement therapy and 
plasma homocysteine levels 

Phase II 

Phase III 

Phase III 

Phase III 

Phase II 

Phase III 

Human 
Reproduction 

Climacteric 

Gynecological 
Endocrinology 

Gynecological 
Endocrinology 

Maturitas 

Obstetrics and 
Gynecology 

Published March 
1999;14:636-41. 

Published 
December 
2001;4:343-54. 

Published 
October 
2001;15:349-58. 

Published April 
2002;16:155-62. 

Published 
September 
1997;28:83-8. 

Published 
October 
1999;94:485-91. 

Completed 

Completed 

Completed 

Completed 

Completed 

Completed 
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Journal Papers 
Product 

2-mg 17/VTMG 

2-mg 17P/TMG 

2-mg MpfTMG 

2-mg 17/3/TMG 

2-mg 17/tfTMG 

2-mg17p/TMG 

Authors 

Wahab M, 
Thompson J, Al-
Azzawi F 

Wahab M, 
Thompson J, Al-
Azzawi F 

Wahab M, 
Thompson J, Al-
Azzawi F 

Wahab M, 
Thompson J, 
Hamid B, et al. 

Wahab M, 
Thompson J, 
Whitehead M, et 
al. 

Al-Azzawi F 

Priority 

e 

B 

B 

B 

B 

A 

Article title 

The distribution of endometrial 
leukocytes and their proliferation 
markers in trimegestone-treated 
postmenopausal women compared to 
the endometrium of the natural cycle: a 
dose-ranging study 

The effect of submucous fibroids on the 
dose-dependent modulation of uterine 
bleeding by trimegestone in 
postmenopausal women treated with 
HRT 

Effect of different cyclical sequential 
progestins on endometrial vascularity in 
postmenopausal women compared with 
the natural cycle: a morphometric 
analysis 

Endometrial histomorphometry of 
trimegestone-based sequential HRT: a 
weighted comparison with the 
endometrium of the natural cycle 

The effect of a change in the dose of 
trimegestone on the pattern of bleeding 
in estrogen-treated postmenopausal 
women: a 6-month extension of a dose-
ranging study 

Blood lipid profile of postmenopausal 
women receiving hormone replacement 
therapies containing estradiol in 
combination with either norethisterone 
acetate or trimegestone over a 1-year 
period 

Italicized abstracts have been presented 
Stage 

Phase II 

Phase II 

Phase II 

Phase II 

Phase II 

Phase III 

Journal 

Human 
Reproduction 

BJOG 

Human 
Reproduction 

Human 
Reproduction 

Human 
Reproduction 

TBD 

Timing 

Published May 
1999;14:1201-6. 

Published March 
2000;107:329-34. 

Published 
October 
2000;15:2075-81. 

Published 
October 
1999;14:2609-18. 

Published May 
2002;17:1386-90. 

To be submitted 
in Q1 2003 

Status 

Completed 

Completed 

Completed 

Completed 

Completed 

Project in progress 
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Premarin and TMG2003 Medical and Scientific Communications 

Journal Papers 
Product 

2-mg17p/TMG 

2-mg 17P/TMG 

2-mg 17p/TMG 

2-mg17p/TMG 

2-mg17p/TMG 

Authors 

Samsioe G 

Schneider HPG 

TBD 

TBD 

Al-Azzawi F, etal. 

Priority 

B 

B 

B 

A 

9 
• 

Article title 

A 6-month study of the effects of 2-mg 
estradiol in combination with 
trimegestone in comparison with 
placebo and an estradiol-
medroxyprogesterone acetate 
combinations on glucose and insulin 
metabolism in postmenopausal women 

WMC(2) 
An overview of the comparative 
efficacy, safety, bleeding profile and 
effect on lipids of a sequential HRT 
preparation containing 2-mg estradiol 
and trimegestone 

A comparison of two hormone 
replacement therapies containing 
estradiol in combination with either 
dydrogesterone or trimegestone with 
respect to prevention of 
postmenopausal bone loss 

P3(7) 
A meta-analysis of Phase III studies on 
bleeding pattern data 

A comparison of two hormone 
replacement therapies containing 
estradiol in combination with either 
norethisterone acetate or trimegestone: 
control of climacteric symptoms and 
tolerance 

Italicized abstracts have been presented 
Stage 

Phase III 

Phase III 
Review 

Phase III 

Phase III 

Phase III 

Journal 

• 

* 

TBD 

TBD 

9 
• 

Timing 

To be submitted 
March 2003 

To be submitted 
March 2003 

To be submitted 
in Q1 2003 

Submit June 
2003 

9 
• 

Status 

Project in progress 
Paper submitted for review July 26 
Comments received from G. Grubb; paper in revision 
Date in appendices and on statistics received from 
Danielle 

Project in progress 
Paper submitted for review August 1 
Comments received from G. Grubb October 9 
Revised draft submitted January 9 
Final paper to be submitted for review February 3 
Sing-off expected February 21 

Project in progress 

Project on hold awaiting data 

Project status unknown 
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® Premarin™ and TMG2003 Medical and Scientific Communications 

Journal Papers 
Product Authors Priority Article title 

Italicized abstracts have been presented 
Stage Journal Timing Status 

CEE/TMG 
CEE/TMG 

CEE/TMG 

CEE/TMG 

CEE/TMG 

TBD 

TBD 

TBD 

TBD 

9 

9 

9 
• 

9 

Results from a double-blind, 
randomized, placebo- and historical-
controlled study of the safety and 
efficacy of Premarin/trimegestone for 
postmenopausal hormone replacement 
theraDv (300-US Basic Efficacv_and 
Safety data -1 year Interim Analysis) 

QoL results from a double-blind, 
randomized placebo- and historical-
controlled study of the safety and 
efficacy of Premarin/trimegestone for 
postmenopausal hormone replacement 
therapy (300-US Final data analysis) 

Results from a double-blind, 
randomized, placebo- and historical-
controlled study of the safety and 
efficacy of Premarin/trimegestone for 
postmenopausal hormone replacement 
therapy (300-US EndpjnelrJal, bleeding, 
and safety data - Rnaldata analysis) -

Results from a double-blind, 
randomized, placebo- and historical-
controlled study of the safety and 
efficacy of Premarin/trimegestone for 
postmenopausal hormone replacement 
therapy (300-US Lipid and Metabolic 
data - Final data analysis) " " 

Phase III 

Phase III 

Phase III 

Phase III 

Obstetrics and 
Gynecology 

Menopause or 
JAMA 

Obstetrics and 
Gynecology 

Obstetrics and 
Gynecology 

TBD 

TBD 

TBD 

TBD 

Project not started 
OCC suggested paper 

Project not started 
OCC suggested paper 

Project not started 
OCC suggested paper 

Project not started 
OCC suggested paper 
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Premarin and TMG 2003 Medical and Scientific Communications 

Journal Papers 
Product 

CEE/TMG 

Authors 

TBD 

Priority 

? 
• 

Article title 

Results from a double-blind, 
randomized, placebo- and historical-
controlled study of the safety and 
efficacy of Premarin/trimegestone for 
postmenopausal hormone replacement 
therapy (3pO-US B,one mineral density 
data - Final data analysis) " 

Italicized abstracts have been presented 
Stage 

Phase III 

Journal 

Osteoporosis 
International 

Timing 

TBD 

Status 

Project not started 
OCC suggested paper 

TMG 
alone 
TMG 

TMG 

TMG 

TMG 

TMG 

Lundeen SG, 
Zhang Z, Zhu Y, 
etal. 

PhHibert D, 
Bouchoux F, 
Degryse M, et al. 

van Baal WM, 
Emeis J J, 
Kenemans P, et 
al. 

Zhang Z, 
Lundeen SG, Zhu 
Y, et al. 

TBD 

B 

B 

NA 

A 

B 

Rat uterine complement C3 expression 
as a model for progesterone receptor 
modulators: characterization of the new 
progestin trimegesterone 

The pharmacological profile of a novel 
norpregnane progestin (trimegestone) 

Short-term hormone replacement 
therapy: reduced plasma levels of 
soluble adhesion molecules 

In vitro characterization of 
trimegestone: a new potent and 
selective progestin 

A pharmacokinetic investigation of 
trimegestone in the rat and cynomolgus 
monkey following intravenous, oral, or 
percutaneous administration 

Preclinical 

Preclinical 

Preclinical 

Preclinical 
review 

Preclinical 

J. Steroid 
Biochem 

Gynecological 
Endocrinology 

European J. of 
Clin. 
Investigation 

Steroids 

TBD 

Published 
2001;78:137-143 

Published 
October 
1999;13:316-26. 

Published: 
1999, 29, 913-
921 

Published 
October-
November 
2000;65:637-43. 

To be submitted 
in Q1 2003 

Completed 

Completed 

Completed 

Completed 

Project in progress 
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Journal Papers 
Product 

TMG 

TMG 

TMG 

TMG 

TMG 

Authors 

Winneker R 

TBD 

TBD 

TBD 

TBD 

Priority 

? 
• 

? 
• 

? 

9 
• 

• 

Article title 

Preclinical and clinical experience with 
Trimegestone: a novel new progestin 

A mini review on the biological activity 
of trimegestone 

A review on the clinical experience with 
trimegestone in combination with 
Premarin and/or estradiol. Emphasis on 
osteoporosis 

The biological activity of trimegestone 

The tolerability of trimegestone as part 
of a sequential or cycle HRT regimen 

Italicized abstracts have been presented 
Stage 

Preclinical 
review 

Preclinical 
review 

Clinical 
review 

Preclinical 
review 

Clinical 
review 

Journal 

Clinical 
Endocrinology 

Archives of 
Gynec. & Obstet. 
Or Obstet and 
Gynec 

Osteoporosis 
International 

Clinical 
Endocrinology 

Menopause or 
Climacteric 

Timing 

• 

TBD 

TBD 

TBD 

TBD 

Status 

Project in progress 

Project not started 
OCC suggested paper 

Project not started 
OCC suggested paper 

Project not started 
OCC suggested paper 

Project not started 
OCC suggested paper 

NA 
NA TBD • Quality of life issues and the use of 

progestins in traditional HRT regimens 
Clinical 
review 

Climacteric or Int 
J. Fertand 
Women's Health 

TBD Project not started 
OCC suggested paper 
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Premarin and TMG 2003 Medical and Scientific Communications 

Abstracts Presentations 
Product Authors Abstract title 

Italicized abstracts have been presented 
Stage (Meeting Timing I Outcome 

17p/TMG 
npfTMG 

UpfTMG 

17/VTMG 

UpfTMG 

17/VTMG 

Bouali Y, Gaillard-Kelly 
M, Marie PJ 

Bouali Y, Gaillard-Kelly 
M, Marie PJ, et al. 

Lepescheux L, Secchi 
J, Gaillard-Kelly M, et 
al. 

Lepescheux L, Secchi 
J, Gaillard-Kelly M, et 
al. 

Sultan E, Perret C, 
Verdier P, et al. 

Effects of trimegestone alone, or in combination 
with estradiol on bone mass and bone turnover in 
an adult model of osteopenia 

Effect on bone mass and bone turnover of 
trimegestone alone and in combination with 
estradiol 

Effects on the bone and uterus of ovariectomized 
rats of an HRT preparation containing 17p-
estradiol and trimegestone 

Effects of 17p-estradiol and trimegestone alone, 
and in combination, on the bone and uterus of 
ovariectomized rats 

Pharmacokinetics of estradiol and trimegestone 
in postmenopausal women after multiple 
administration of2mg estradiol once a day for 14 
days followed by 2 mg estradiol/0.5 mg 
trimegestone once a day for 14 days 

Preclinical 

Preclinical 

Preclinical 

Preclinical 

Preclinical 

Congress of 
the European 
Association of 
Gynecologists 
and 
Obstetricians 

Society of 
Italian 
Gynecologists/ 
Obstetricians 
(SIGO) 

Society of 
Italian 
Gynecologists/ 
Obstetricians 
(SIGO) 

Congress of 
the European 
Association of 
Gynecologists 
and 
Obstetricians 

9th World 
Congress on 
the 
Menopause 

Jul-01 

Oct-01 

Oct-01 

Jul-01 

Oct-99 

Presented as a poster 

Presented as a poster 

Presented as a poster 

Presented as a poster 

Presented as a poster. 
Published in Climacteric. 1999;2(suppl 
1):221. 
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Abstracts Presentations 
Product 

170/TMG 

17/VTMG 

Authors 

Namour F, Sultan E, 
Verdier P, et al. 

Ross D, Godfree VA, 
Pruse-Davies J, et al. 

Abstract title 

Bioequivalence and bioavailability of combined 
trimegestone and 17fi-estradiol tablet in 
postmenopausal volunteers and effect of food on 
bioavailability of the combined tablet 

Randomised double-blind dose-ranging study of 
the endometrial effects of oral trimegestone with 
17p oestradiol in postmenopausal women 

Italicized abstracts have been presented 
Stage 

Preclinical 

Phase II 

Meeting 

9th Worid 
Congress on 
the 
Menopause 

8th Int. Cong. 
On the 
Menopause, 
Sydney, 
Australia 

Timing 

Oct-99 

Nov, 1996 

Outcome 

Presented as a poster. Published in 
Climacteric. 1999;2(suppl 1):212. 

Presented. 
Published in Maturitas 27(suppl.):64, 1997 

1-mg17p/TMG 
1-mg 170/TMG 
Continuous 

1-mg17p/TMG 
Continuous 

1-mg17/3/TMG 
Continuous 

TBD 

TBD 

Bouchard 

A21 
Efficacy of continuous combined regimens of 
either 1-mg 17p-estradiol/trimegestone, 1-mg 
estradiol valerate/northisterone acetate, or 2-mg 
estradiol valerate/northisterone acetate with 
respect to control of climacteric symptoms over a 
period of 2 years in postmenopausal women 

A22 
The effect on bleeding profile and safety of 
continuous combined regimens of either 1 mg 
17p-estradiol/trimegestone, 1-mg estradiol 
valerate/northisterone acetate, or 2-mg estradiol 
valerate/northisterone acetate in postmenopausal 
women over a period of 2 years 

A comparison of continuous combined regimens 
of 1 mg estradiol and trimegestone with 
continuous combined estradiol and 
norethisterone acetate upon the bleeding profiles 
and safety in postmenopausal women for up to 2 
years 

Phase III 

Phase III 

Phase III 

EMAS 

EMAS 

International 
Menopause 
Society, 
Beriin, 
Germany 

May-03 

May-03 

Jun-02 

Abstract deadline Jan 20th 2003 
First draft sent to Richie December 3 2002 

Abstract deadline Jan 20th 2003 
First draft sent to Richie December 3 2003 

Presented 
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(Abstracts Presentations 
Product 

1-mg 17fifTMG 
Continuous 

1-mg 17PTTMG 
Continuous 

1-mg 17P/TMG 
Continuous 

1-mg 17pn*MG 
Sequential 

1-mg17p/TMG 
Sequential 

1-mg 17p/TMG 
Sequential 

Authors 

Genazzani 

Spielmann 

Spielmann, Kluft 

TBD 

TBD 

TBD 

Abstract title 

Efficacy on menopausal symptoms of continuous 
combined regimens of 1 mg estradiol and 
trimegestone compared with continuous 
combined regimens of estradiol and 
norethisterone acetate in postmenopausal 
women for up to 2 years 

Blood lipid profile of postmenopausal women 
following a continuous regimen of 1 mg estradiol 
with trimegestone compared to 1 mg estradiol 
with norethisterone acetate over a 1-year period 

Hemostatic profile of postmenopausal women 
receiving a continuous regimen of 1 mg estradiol 
and trimegestone in comparison with 1 mg 
estradiol and norethisterone acetate over a 1-
yearperiod 

A23 
Control of climacteric symptoms over a period of 
2 years in postmenopausal women receiving 
sequential regimens of either 1 mg 17B-
estradiol/trimegestone, 1-mg estradiol 
valerate/northisterone acetate 

A24 
Psychofunctional and quality-of-life parameters in 
postmenopausal women receiving sequential 
regimens of either 1 mg 17p-
estradiol/trimegestone, 1-mg estradiol 
valerate/northisterone acetate, or 2-mg estradiol 
valerate/northisterone acetate: results from a 2-
year study 

A37 
Body weight changes in postmenopausal women 
treated with sequential regimens of either 1 mg 
17p-estradiot/trimegestone or comparator 
combinations containing estradiol and progestin 

Italicized abstracts have been presented 
Stage 

Phase III 

Phase III 

Phase III 

Phase III 

Phase III 

Phase III 

Meeting 

International 
Menopause 
Society, 
Beriin, 
Germany 

International 
Menopause 
Society, 
Beriin, 
Germany 

International 
Menopause 
Society, 
Berlin, 
Germany 

EMAS 

EMAS 

EMAS 

Timing 

Jun-02 

Jun-02 

Jun-02 

May-03 

May-03 

May-03 

Outcome 

Presented 

Presented 

Presented 

Abstract deadline Jan 20th 2003 
First draft sent to Richie December 3 2004 

Abstract deadline Jan 20th 2003 
First draft sent to Richie December 3 2005 

Abstract deadline Jan 20th 2003 
First draft sent to Richie December 3 2006 
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