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Increased stress leads to
cancer progression

HCT patients of lower socioeconomic status have
18-20% increased risk of death after transplant
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BiobehavioraModel of HCT

Physiological Factors & Mediating Clinical Events
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SES and Gene Expression in HCT
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Chronic stress affects transcriptional activit
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CCR Translations Clinical
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Is It Better to Be Rich or Relaxed? Sociobiology
Meets Bone Marrow Transplant

Lucie M. Turcotte and Michael R. Verneris

Low socioeconomic status in hematopoietic cell transplant
recipients is associated with increased treatment-related mor-
tality and relapse, resulting in reduced survival. No biologic
mechanism has been identified for these associations. The

stress-related gene expression profile, termed the "conserved
transcriptional response to adversity,” may be a predictor of

these negative outcomes. Clin Cancer Res; 22(1); 1-3. ©@2015 AACR.
See related article by Knight et al., p. 69

Invited Commentary, CCR 2016:
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I -blockers stop metastatic spread of straaduced cancer
progression in mice
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Pilot study using propranolol to decrease
gene expression of stressediated! -
adrenergic pathways in HCT recipients
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Propranolol Conclusions

A Propranolol administration during HCT is
feasible

A Peritransplant administration of
propranolol decreases genonrveide

L3
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|

transcriptional pathways involved in
adrenergic signaling

A Propranolol has clinically meaningful
Impact on earl\postHCT outcomes

A Ongoing followup and future replication
studies are required to assess impacts on
clinical outcomes



HCT Treatments and CNS Functioning

4PHASE Il OPEN LABEL OF TACROLIMUS/METHOTREXATE AND TOCIL
FOR THE PREVENTION OF ACUTE GRAFT VERSUS HOST DISEASE
I [[hD9b9L/ 1 9al!c¢hthLO9¢L/ { DréopskiPIP[ |

Humanized antlL -6 receptor antibody that blocks-B.signaling and has been FBA
approved for the treatment of severe active rheumatoid arthritis

} Concept of blocking IL-6 signaling by Tocilizumab

4 € 16 ,
W, O
SIL-6R ! * <€—— | Blocks both membrane
l l and soluble forms of the
Extracellular = ’ IL-6R
region gp130 ' | IL-6R

Intracellular

region ,

Sngnalv N Gene'
transduction expression



TOCILIZUMAB FOR THE PREVENTION OF DEPRESSION, COGNITIVE CHAN
ADVERSE GENE EXPRESSION, AND LOSS OF RAP1 PRENYLATION AMOLI

ALLOGENEIC HEMATOPOIETIC STEM CELL TRANSPLANTATION RECIPIEN
Pls: WillianDrobyskj MD, Marceld?asquiniMD, MS, Jennifer Knight, MD, MS

Central Hypothesis:

Patients receiving tocilizumab will have
Improved depression, anxiety, fatigue,
sleep, and pain as compared to patients

not receiving tocilizumab.



HCT patients exposed tocilizumabhave higher
depression scores at Day +29
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Patients receivingpcilizumabexhibited greater
anxiety at all 3 time points following HCT

p<.05, p=.001, p=.02



