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| _ DEMEB
Dear [nvestigator, EBBAIS CLINIQUES = LOI HURIET

Many thanks for your continuing support in the ongoing ODIXa-HIP study 10944. I am pleased
1o be able to report to you on behalf of the steering commilttee some new information relevant to
this trial. First of all, we enrolled until now 188 patients and most of the countries/centres are
active now. On March 30%, 2004 and April 19®, 2004 the Data Monitoring and Safety Board
reviewed the first [l patients in this trial and recorumended that the trial should proceed
without any change of protocol.

22 April 2004

Following the lock of clean database of the previous ODIXa-HIP study 10942 on April 1st,
2004, the Steering committee met on April 21st, 2004 to review the final data of this study
(10942). We in the Steering Committee can now give you information about the final results and
our interpretation of these data.

We are pleased with the obsetvation of dose response, increasing efficacy with increasing dose.
The original aim of this study was to demonstrate a dose-trend, and this was achieved (P=
0.0504). The DVT rates observed are consistent with those observed in other contemporary
tnals, and even the lower doses were w1thm the accepted ranges of the control drug enoxaparin.
For furthcr information see Table 1 - 4.

All bleeding events in the previous ODIXa-HIP study 10942 are now adjudicated by our central
independent Bleeding Adjudication Committee, based on the clean and complete data set.

The finding of dose response concerning bleeding events was, however, also documented. We
recognise the difficulties and limitations of making meaningful interpretations of bleeding events
in open-labe] clinical trials, but nevertheless, the data suggest to us a dose trend in terms of
bleeding events ( P= 0.0008). For further information see Table 5 — 10.

It is important to note that these reported bleedings were treated according the local hospital
routine and none of these patients sustained any sequelae. In particular the Steering committee
noticed:

1. There were no fatal bleeds or bleeds into critical organ.

2 There were no chinical significant bleeds that could not be treated.
3. All bleedings adjudicated as major were related to the surgical site.
4

There were no wound healing complications reported in these patients.
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Concerning the ongoing trial, ODIXa-HIP study 10944:

Having had the benefit of reviewing the final data set of the previous trial (10942) and the status
of the ongoing trial (10944) the Steering committee members were of the opinion that they would
concur with the recommendation of the Data Monitoring and Safety Board, to proceed with the
ongoing trial without any changes. However, we just received a communication from the French
Regulatory Authorities which communicated the following conceming the highest dose:

“Afier an evaluation of the data which you sent me in F. ebruary 2004, it appears from the
ODIXaHIP trial that:

In view of the above-mentioned rolerance data, there appears to be a major increase in the risk of
onset of bleeding and/or a coagulation anomaly in relation to the administration of BAY59-7939 at

mg/d dose by comparison with the other arms festing lower dosages of BAY59-7939 and the
enoxaparine arm,

I therefore believe that the protection of participants receiving a dose I mg/d of BAY59-7939 in
the ODIXaHIP IIb clinical trial conducted for the prevention of venous thromboembolic disease in
patients who are (o undergo a total hip replacement is not guaranteed.

Consequently, in accordance with the provisions of Article L. 1123-8 of the public health code, I
am suspending the research entitled "randomised, double-blind controlled Study for research on
doses for the prevention of venous thromboembolic disease in patients who are to underg
programmed total hip replacement” (ODIXaHIPIIb protocol), in the part concerning the H
mg" treatment arm of BAY59-7939. On the other hand I have no objection to its being carried out
Jor the other treatment arms scheduled {fj I} N mg/d of BAY59-7939 and I} mg

enoxaparine).”

Therefore the steering committee has taken the decision, due to the necessity to maintain
consistency throughout all participating countries, that the [l mg bid dose arm will be suspended
from the ongoing tral.
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This decision will not affect in any way the conduct of the trial. The centralised phone

randomisation procedure allows us to remove a dose anm, which has already been done, without

disrupting the ongoing trial.

Orthopaedics Department

Sahlgrenska University Hospital / OSTRA
SE-41685 GOTEBORG

SWEDEN

E-mailz-@‘o‘rt@p.p w.se

1t to the ODIXa-HIPIIb trial
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ODIXa-HIP study 10942. Appendix, Tables 1 -10





















