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Breast cancer

» aka "Triple Negative™

BREAST CANCER IN WOMEN:
KNOW THE SUBTYPE

It's important for guiding treatment and predicting survival.

13% of all breast cancer cases

o Worst prognosis

 Non-Hispanic blacks have highest rate of this subtype at
every age and poverty level

KNOW THE SCIENCE

HR = Hormone receptor . HR+/HER2+ -------------------- » aka Luminal B”

oo ik 10% of all breast cancer cases

HER2 = Human epidermal growth factor receptor o |ittle geogtaphic variation by state

HERZ+ means tumor cells overexpress (make hig
* HR-THERZ+ > aka "HER2-enriched”

5% of all breast cancer cases
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» aka Luminal A”

o |owest rates for all races and ethnicities
73% of all breast cancer cases

e Best prognosis www.cancer.gov
o Most common subtype for every race, age, and poverty level Source: Special section of the Annual Report to the Nation on the Status of Cancer, 1975-2011.

cancer.gov




Clinical efficacy of CDK4/6 inhibitors plus hormonotherapy

CDK4/61 are cytostatic agents that block cell
cycle progression at the G_-S transition
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Immunotherapeutic effects of CDK4/6i

Type lll interferon

T Antigen T Tumour infiltration T Effector T cell 1T, cell
presentation by CD45" cells activation proliferation

Petroni et al., Nat Rev Immunol 2020




Hypothesis

CDK4/61 control ER* breast cancer at least Iin
part via immunostimulatory effects

I

Resistance to CDK4/6 may involve
Immunosuppression

Efficacy can be boosted with non-overlapping
immunostimulatory agents, such as RT




Why RT?

RT is a cytostatic/cytotoxic agent that blocks
cell cycle progression at the G,-M transition

RT drives multiple immunostimulatory
effects beyond those driven by CDK4/6i

Potential for synergy

Rodriguez-Ruiz et al, Nat Immunol 2020
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R as a combinatorial partner to
CDK4/6 inhibitors




M/D-driven tumors - A unique model of luminal B breast can
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Sensitivity to treatment

Sensitivity to CDK4/6 inhibitors
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Poor sensitivity to PDa blockade
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RT plus CDK4/6 inhibitors in M/D-driven tumors
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Open questions

What happens in the context of
hormonotherapy?

What are the immunological consequences
of treatment?




Open question

How do yo T cells accumulate in tumors
responding to CDK4/6 inhibitors?




Conclusions

yO T cells stand out as prominent candidates to
underlie resistance to CDK4/61 +/- RT in patients

RT limits immunosuppression by yo T cells to extend
the efficacy of CDK4/61, at least in preclinical settings

IL17 blockage may be considered as a clinically viable
strategy to ameliorate the efficacy of CDK4/6i
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