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Estimated percentage still alive

Treatment of newly diagnosed MM
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MP vs Mel 100 vs MPT in Newly Diagnosed MM
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MSMART

Mayo Stratification for Myeloma And Risk-adapted Therapy
Newly Diaghosed Myeloma
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|ssues

 Response criteria
o Alternatives to OS TTP and PFS.



LEADING ARTICLE

International uniform response criteria for multiple myeloma
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Committee Recommendation #1

e Adopt IMWG Uniform Response Criteria for
future trials

— Developed with extensive input

— Accepted by several major cooperative groups
and industry

e Continue to enroll only patients with
measurable disease on requlatory studies



IMWG Uniform Response Criteria

Validated
Improved detail; less chance for subjectivity

For definition of progression - and thus calculation of
TTP and PFS- the criteria remain unchanged from
EBMT criteria

Adds important categories of VGPR and sCR

CR and PR requirements remain unchanged except
for change in confirmation time

Recommend: Validation of FLC criteria over time in
non-regulatory studies



Alternative End-points

Overall RR
Toxicity
CR

QOL



Overall RR

e Overall response: CR plus PR or better

e Precedent: Thalidomide-Dexamethasone In
2006

e Problems:

— No superiority in OS with improvement in
response rate in many newly diagnosed studies

— Current overall RR rates in excess of 80-90% will
make it difficult to design trials with overall
response as an endpoint.



Committee Recommendation #2

e Overall RR not recommended for
regulatory purposes



Toxicity

* Improved versions of existing agents
with reduced toxicity are likely

* Reduction in one type of toxicity will not
address possible increase in another
type of toxicity

* Best assessed by formal patient
reported QOL analysis



Committee Recommendation #3

* Reduction In toxicity Is not
recommended for regulatory purposes



CR

OS is not a realistic end-point

TTP/PFS while acceptable will take years to
complete

CR Is an important goal of therapy.
It be reliably defined

CR rates even with new regimens is less than
30-40%



Early ASCT in Myeloma
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Induction Therapy: Non-Transplant Candidates
Melphalan, Prednisone, Thalidomide (MPT)
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Induction Therapy: Non-Transplant Candidates
Melphalan, Prednisone, Thalidomide (MPT)
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CR

 CR is associated with superior EFS and OS
— Lahuerta, BJH 2001, Alexanian, BMT 2001
 CR associated with improved survival (using
landmark analysis) and quality of CR
— Kyle, Cancer 2006
 Improved EFS and OS duration with earlier
achievement of CR
— Barlogie, Blood 1999



CR

e SCR needs to be studied and evaluated

« BMT CTN group Is planning to study
this, as are other groups



CR

Caveats

* Not all studies show association of CR
with improved OS; but almost all show
strong association with TTP/PFS

e Patients who do not achieve CR are not
a homogeneous group



Committee Recommendation #4

« CR Is recommended as an appropriate
surrogate end-point for regulatory
purposes



QOL

QOL is an important endpoint for regulatory
purposes

Already accepted in some form as a
regulatory endpoint

Achievement of response with MM therapy is
associated with improved QOL.

Improvement in QOL Is a major reason for
preference of early stem cell transplant in
myeloma over delayed transplantation.



QOL

o Will capture important improvements in
therapy with regards to lower toxicity
compared to existing standard therapies

« Will also capture important improvements in

delivery of therapy (eg., oral proteasome
Inhibitors)

e Main issue: Type of QOL tool and type of
analysis



QOL

ECOG: FACT-MM scale

 |nput from patients

 Hypothesis: FACT-MM will assess the
functional and physical well-being of MM
patients and correlate with the impact of a
specific treatment intervention on PFS etc

e Being validated




FACT-MM

« FACT-G version 4 (14 guestions)-
addresses the physical (PWB) and
functional (FWB) well-being of MM
patients.

e FACT-NTX (11 questions), which will
evaluate symptoms of neurotoxicity.

MM specific subscale (14 questions)



Committee Recommendation #5

e QOL assessment is recommended for
regulatory purposes

e But details on which instrument, and
specific guidelines from FDA on how
studies using QOL as endpoint should
be designed Is needed



Summary Recommendations

IMWG Uniform Response Criteria
Do not recommend overall RR
Do not recommend toxicity reduction

Recommend CR as a regulatory
endpoint in newly diagnosed MM

Recommend, with input from FDA on
specifics, QOL as an endpoint
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