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Protocol 9401

week 0 2 6 10 14 24 28

Io/KLH /N A A A A B

(0.5 mg + 0.5 mg)

IL-2 VAAAASR AAAASE AAAARR L AAA R ALALAR ALA AR ALY
(1.2 x 106 IU/ m?)

GM-CSF \AAAAS AAAARR AAAASE AAAASE AAAABI AAAA NI AAAA/
(150 ug/m?)



DTH responses in MM receiving Id/KLH conjugates

IL-2
(1.2 x 108 IU/sqm for 5 days)

GM-CSF
(150 ug/sqm for 5 days)




Protocol 9402

week 0 2 6 10 14 24 28

{g/g( rlr-1lg + 0.5 mg)Q Q Q Q Q Q Q

GM-CSF \AAAAZR AAAARR AAAA S AAAASRALAABI AAAASE AAAA/
(150 ug/sqgm)

* 15 MM in first remission after HDS and PBPC infusion;



tumor-derived immunoglobulin

FR3

CDR3




DTH responses in MM receiving Id/KLH conjugates

CDR3-derived peptide (1)

FR3-derived peptide (2)

Massaia M et al., Blood. 1999 Jul 15;94(2):673-83.



Late DTH responses

post-vax lymph.

Massaia M et al., Blood. 1999 Jul 15;94(2):673-83.



Table 2. Antibody responses to vaccine components

ant-KLH anti-ld+° anti-1d-" Anti-GM-CSF
IgM IgG IgE IgM IgG IgE IgM IgG IgE IgM IgG IgE
9/10° 9/10 5/15 0/15 3/15 5/15 0/15 3/15 4/15 nd® 3/15 nd

4 autologous Id

® isotype-related allogeneic Id
° positive/tested patients

Ynot done




Proportion in remission (PFS)

Proportion alive (OS)
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minimal residual disease detection

Before After
vaccine vaccine
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Bullet points:

- Better TAAs than Id?

- Early & persistent immune suppressive TME commitment

- Redundancy of ICP/ICP-L pairs in TME

- Is hot or cold the TME in MM (rem vs dia etc)?



Idiotype

Pros:

* highly tumor specific

Cons:

» surface expression?
 myeloma cell progenitors?
* self-antigen

e pathogenic role?



Oncogenic pathways disrupted by coding and non-coding mutations in MM

NF-kB pathway MAPK pathway DNA damage Plasma cell differentiation
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Severe and long-lasting disruption of TCR diversity after ASCT in MM

oligoclonal TCRBYV repertoire

(mean percent + SE)
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Mariani S et al., Br J Haematol. 113:1051-9; 2001



Vy9Vo2 T cells: early sensors of immune pollution in TME

What we find depends on the tools we use
(i.e. microscope vs PCR/flow to detect MRD)



Viable Vy9Vo2 T cells/well

% MDSC positive cells

Defective ZA-reactivity of BM Vy9Vo2 T-cell
is an early and long-lasting immune dysfunction
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myeloma cell
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Immune suppressor engagers in the TME of MM patients
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Vy9Vo2 T cells as tools to dissect mechanisms
of adaptive resistance to ICP inhibition

anti-PD-1

anti-LAG-3



Eight-color multiplex IHC in different tumor types.

Melanoma Lung adenocarcinoma Bladder carcinoma

DLBCL

Kindey clear cell carcinoma Breast carcinoma Tonsil control

Gorris MAJ J Immunol published online 15 November 2017
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Somatic mutation prevalence
(rumber mutations per megabase)
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Alexandrov LB et al., Nature. 2013 Aug 22;500(7463):415-21.




Converting Cold into Hot Tumors
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Influence of neutral evolutionary dynamics on OS and PFS
in the Myeloma Xl and CoMMpass studies
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Neutral tumors tend to confer poorer patient survival in the context of
microenvironment modulating therapies.
Johnson DC et al., Blood. 2017;130(14):1639-1643)

49.6 : Neutral = 27.3 months

Medians: Non—Neutral



The Immune Revolution:
A Case for Priming, Not Checkpoint
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2 - Role for CD40
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Vonderheide RH.. Cancer Cell. 2018 Apr 9;33(4):563-569
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