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Why Rapamycin?

Over the past few years, we
have seen that Long COVID can
cause:

* Latent Viral Reactivation (incl.
EBV, HHVs 1-6, CMV, etc)

* Immune Dysregulation (T Cell
exhaustion and B Cell
dysregulation)

e Chronic inflammation (altered
interferon expression)

Immune
dysregulation

—J

Klein et al. Nature (2023)



Why Rapamycin may be able to help

In other populations, low-dose
Rapamycin has:

* Significantly reduced the
number of infections
experienced by older adults for
a year (Mannick et al., 2018)

* Reverses immunosenescence
and enhances T Cell functioning
(Mannick et al., 2014)

e Stabilizes inflammatory
cytokine secretion (Santos-
Barros et al., 2024)




What will the trial look like?
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The Protocol

* Double-blind, randomized placebo-controlled trial
» 80 participants (randomized 1:1)

* Inclusion Criteria:
* Long COVID diagnosis (CDC clinical case definition)
* Symptomatic at least 12 months
* Baseline EQ VAS <70, EQ VAS =80 prior to index infection

* Exclusion Criteria:
* Pre-Existing autoimmune, immune or IACI diagnoses
* History of organ transplantation
* Known hepatic or renal impairment

* Dosing Schedule for active arm:
* 1mg, once/week for two weeks
* 2mg, once/week for two weeks
* 4mg, once/week for two months



The Progress

* Recruitment has been
open for 3 weeks

* 30 patients consented




Clinical Trial Strategy: Making the
most of every participant
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Step 1: Rapid interventional trial utilizing deep
phenotyping techniques

Intervention
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Step 2: Identify responders and biomarkers
associated with drug response
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Step 3: Complete a larger trial using identified
biomarkers in Step 2 as inclusion criteria

* Larger-scale placebo-controlled
RCTs of monotherapies

e Validation of biomarkers used for
inclusion criteria

* Further evaluation of efficacy



Step 4: Adaptive platform trials of
combination interventions
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Park et al., 2020; Journal of Clinical Epidemiology
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