Dr.Vincent Rajikumar

Hi! 1 am Vincent Rajikumar, Assistant professor of medicine at the Mayo Clinic college
of Rochester Minnesota.

I am also first investigator of ECOG Clinical trial comparing Thalidomide plus
dexamethasone versus dexamethasone alone for newly diagnosed Multiple Myeloma.

This trial results are going to be presented by me on Monday at this ASH meeting

The study was conducted rapidly over a period of 9 months by the Eastern Cooperative
Oncology Group. 207 patients were enrolled, half of them received

thalidomide+dexamethasone, the other half received dexamethasone alone.

All patients has newly diagnosed Myeloma and had not any prior therapy. The study’s
primary end point was the response rate at 4 months. The main role of the study was
to develop a safe induction regimen for newly diagnosed Myeloma prior to stem cell
transplantation, with the goal of replacing the usual intravenous VAD therapy that was

standard at the time.

The results of the study shows that thalidomide + dexamethasone is significantly more
effective than dexamethasone alone in terms of response with partial response seen in
63% of patients with thalidomide + dexamethasone, compared to 41% with
dexamethasone alone. If we adjust the response rate allowing for the use of serum
Para protein levels alone for patients in whom urine para protein levels were

unavailable, the response rate differences are more striking.

With Thal-dex, we get a response rate of 73% versus 50% for dexamethasone alone. So
the trial really shows that thalidomide + dexamethasone is significantly better than

dexamethasone alone as initial therapy for patients with newly diagnosed Myeloma.

However, thalidomide+dexamethasone is significantly more toxic as well, with grade 3,4
non-hematological toxicity seen in 66% of the patients receiving thalidomide +

dexamethasone versus 46% with dexamethasone alone.

Therefore, there should be some caution and some assessment of risk and benefit when
physicians decide whether to use thalidomide+dexamethasone or dexamethasone alone,

for patients with newly diagnosed disease.



Personally, | feel that if a patient has indolent of less aggressive disease,
dexamethasone alone may be sufficient, with a plan of adding thalidomide if
dexamethasone alone does not produce a response. On the other hand, for patients
with a more aggressive disease it would be beneficial to start with thalidomide +

dexamethasone initially.

As you know, we are still not satisfied with the response we have seen with thalidomide
+ dexamethasone. Neither are we satisfied with the toxicity. So, we are developing at
ECOG a large phase Il trial using the new analog of thalidomide, CC-5013
(Lenalidomide, Revlimid) . Now, this drug will be used in place of thalidomide,

therefore the combination will be CC-5013 + dexamethasone.

This large ECOG trial has just been activated and is available at many centers
throughout the United States.

Phase Il results with this combination already shows significant promise with
responses seen in 83% of patients in a Mayo Clinic trial with markedly less toxicity than
with Thalidomide + dexamethasone.

SO this is where we are moving with the treatment of newly diagnosed Myeloma.

The results of the ECOG trial have already impacted clinical practice. Few years ago,
the most common induction regimen for patients eligible for stem cell transplantation

was the VAD regimen.

This VAD regimen requires intravenous infusion over 4 days. Now, very few patients
receive VAD nowadays. Newly diagnosed Myeloma patients are primarily treated with
either dexamethasone alone or with thalidomide + dexamethasone.

SO the results of this trial have already changed practice.

Another reason why VAD has gone out of vogue is the fact that Vincristine part of the
VAD regimen can cause peripheral neuropathy. And Vincristine by itself does not seem
to have significant anti-Myeloma activity where as thalidomide and bortezomib do,
and they cause neuropathy as well. So it is probably important to eliminate
Vincristine so that patients do not see neuropathy early on in their disease, and that
would allow patients to receive thalidomide and bortezomib for more extended periods

of time.
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