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Improving Survival in MM
(n= 9,521 patients)
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Meta-analysis for Len Maintenance
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Meta-analysis for Len Maintenance
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Multiple Myeloma Treatment Lines 2018
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High rate of attrition
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What approach to maintenance therapy should be
used for a pt with persistent cytopenias after SCT?

* Neutropenia — Pl

° Thrombocytopenia — IMID

How do you manage an IMID rash?

°* Hang in there

* Topical or oral steroids
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Are there patients for whom you would opt for
something other than single-agent lenalidomide?

* High risk patients
° Pl plus IMID
* High risk of relapse

* Data for similar outcomes is limited but
suggestive

* Oral ixazomib combination
* TOURMALINE like with low dex

° Maybe t(11;14) in the future?



@ MAYO CLINIC

Landmark Start of Consolidation
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@ MAYO CLINIC
Effects of Bortezomib on Del(17p13) MM
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Maintenance with bortezomib after SCT

Cumulative Survival
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TOURMALINE-MM3 Phase Ill Study Design

Trial Identifier: NCT02181413 (Active, not recruiting)

/Eligibility (N = 656): \ Ixazomib d1, 8 and 15 of 28d cycle
* Newly diagnosed X up to 2 yrs
MM
 Atleasta=PR to
induction therapy
with a Pl and/or
IMiD followed by
single ASCT

\ / Placebo d1, 8 and 15 of 28d cycle
X upto 2 yrs

v

v

Primary Endpoint: PFS per independent review committee

@rfonS|1 ’ fonseca'rafael@mayo'edu Abstract 301 To be presented Sunday at 7:30 Dimopoulos et al
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TOURMALINE-MM3 Study Primary Endpoint: PFS

1.0~ Median: Ixazomib 26.5 months, Placebo 21.3 months
Log-rank test p=0.002
Hazard ratio (95% CI): 0.72 (0.582, 0.890)
Percentage of events: Ixazomib 50%, Placebo 60%
0.8+ Median follow-up: 31 months
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TOURMALINE-MM3 Study: Adverse Events

Ixazomib Placebo
Grade 23 Adverse Event (n = 395) (n = 261)

Any event 42% 26%
Infections 15% 8%
Pneumonia 6% 4%
Neutropenia 5% 3%
Thrombocytopenia 5% <1%

» Peripheral neuropathy (ixazomib vs placebo): 19% vs 15% (Grade 3: <1% vs 0)
« Second primary malignancies: 3% in both arms

« Discontinuation due to AEs (ixazomib vs placebo): 7% vs 5%

« Serious AEs (ixazomib vs placebo): 27% vs 20%

» Deaths (ixazomib vs placebo): 1 patient vs none

% @rfonsi1, fonseca.rafael@mayo.edu Abstract 301 To be presented Sunday at 7:30 Dimopoulos et al



@ MAYO CLINIC

For how long to give and is it ever reasonable to
give a break?
* We simply do not know

* FIRST and MM-015 studies show value of
longevity of treatment

* Balance tolerance access and toxicity

* But perhaps in selected cases you can use
- MRD testing?
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How do we interpret MRD?

SAMPLE-LEVEL MRD RESULT

Residual Sequences Detected
ESTIMATED MRD VALUE:

+ 42 residual clonal cells per million nucleated cells (Range: 21 - 66)

Sequence determining MRD result: IGH Sequence A

No Residual Sequences Detected
ESTIMATED MRD VALUE:

O residual clonal cells (Range: 0- 1)
Sequence determining MRD result: IGH Sequence C

No Residual Sequence(s) Detected

O residual clonal cells
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High risk clinical validation del(17p13) patient

Test Results
Minimal Residual Disease (MRD) Status Estimated Myeloma Molecules
per Million Cells
NEGATIVE 0.0
Interpretation

The sample is NEGATIVE for the presence of myeloma gene rearrangements. Myeloma gene rearrangements were
previously identified in an ID sample (December 24, 2015, Accession No. 205825). The previously identified myeloma gene
rearrangements are NOT present in the current MRD sample, which is consistent with the sample being NEGATIVE for
myeloma cells. The results of this test should be interpreted in the complete clinical context, including the patient's clinical
presentation and current treatment regimen.
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MRD is not everything, it’s the only thing!

ORDERING PHYSICIAN INSTITUTION
Rafael Fonseca Mayo Clinic Arizona Division of Hematology and Medical Oncology

ASSAY DESCRIPTION

The Adaptive clonoSEQ® Assay is an NGS-based immunosequencing platform for the detection, quantification and analysis of
measurable residual disease (MRD) in B-cell malignancies. The assay uses multiplex PCR, high throughput sequencing and a proprietary
algorithm for the purpose of evaluating lymphoid clonal distribution and expansions in genomic DNA (gDNA).

The clonoSEQ Tracking (MRD) Test assesses and quantifies the presence of previously identified index and/or dominant DNA sequences
(typically associated with malignancy) and can identify newly emerging dominant sequences.

TRACKING RESULT

No Residual Sequence(s) Detected

O residual clonal cells

RESULTS SUMMARY

e Genomic DNA was extracted from a fresh bone marrow sample.

e Theindex sequence identified in the diagnostic sample from this patient was not detected in the current sample.
The sensitivity of this assay is directly related to the total number of cells (or cellular equivalents of genomic DNA) analyzed.
There were 1,602,132 total nucleated cells evaluated from this sample.

» Thetest result should only be used taking into account all available clinical information and should not be used as the sole
determinant to guide natient care and management.

97 @rfonsi1, fonseca.rafael@mayo.edu R Fonseca, personal information April 2018



