First-in-Human Phase 1/1b Trial of the First-in-Class Bi-Steric mTORCT
Selective Inhibitor RMC-5552 in Patients with Advanced Solid Tumors

RMC-5552 Background and Mechanism of Action

» Activation of the mTOR pathway plays a role in the oncogenesis and progression of many
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was dose-dependent and limited tolerability in the absence of TM.
* No Grade 4 or 5 TRAEs were observed at any dose level.

3. AEs Leading to Dose Modifications

b study (NCT04774952).
iminary efficacy, pharmacokinetics,

and defining the maximum tolerated and recommend

» Patients received RMC-5552 as a weekly infusion. To address mucositis, a common
toxicity in patients treated with mTOR inhibitors, patients prophylactically used
dexamethasone mouthwash either alone or with tacrolimus mouthwash (TM).

* The cutoff date for all clinical data was 04 September 2023.

1. Baseline Characteristics
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Number of Subjects with Event, n (%) 1(?‘:2;; c()lll’:;il)l
AEs leading to dose interruption 4 (80) 8 (67) 8 (50) 7 (88) 3 (50) 3 (75) 33 (65)
AEs leading to dose reduction 0 0 0 1(13) 0 0 1(2)
AEs leading to dose and schedule change 0 0 0 0 1(17) 1(25) 2 (4)
AEs leading to RMC-5552 discontinuation 0 1 (8) 2 (13) 0 0 0 37 (6)
TRAESs leading to dose interruption 2 (40) 5(42) 4 (25) 4 (50) 3 (50) 2 (50) 20 (39)
TRAEs leading to dose reduction 0 0 0 1(13) 0 0 1(2)
TRAESs leading to dose and schedule change 0 0 0 0 1(17) 1(25) 2 (4)
TRAESs leading to RMC-5552 discontinuation 0 1(8) 0 0 0 0 1(2)
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maculo-papular, Grade 3 pneumonia aspiration.
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5. Incidence and Severity of Mucositis by Use of Tacrolimus Mouthwash
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- Between 8-12 mg, the rate of treatment-related stomatitis/mucositis was 65%
(15%, Grade 3) in patients treated without TM (n=20) versus 30% (no Grade 3) in patients

treated with TM (n=10).

» TM prophylaxis enabled dose escalation beyond dose levels previously considered

intolerable due to mucositis (10-12 mg).

» Unbound plasma exposures at 8-12 mg were within the range that induced significant

anti-tumor activity in preclinical models.

6. Dose-dependent Exposure Increase of RMC-5552 After

Single or Repeat Dosing
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TRAE, treatment-related adverse event; TSC1/2, tuberous sclerosis proteins 1 and 2; VAF, variant allele frequency.
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* The disease control rate was 68% among efficacy-evaluable patients treated at =6 mg (n=40).

* One patient with a salivary gland tumor harboring a PTEN mutation had a confirmed
PR with 78% reduction and 16 months duration of response, and another patient with
ovarian cancer had an unconfirmed PR on their first scan and is still on treatment.

 Since data cutoff date, one patient with breast cancer harboring a PTEN mutation had an
unconfirmed PR at C5D1, and she remains on treatment as of October 9, 2023.

8. Clearance of Pathogenic mTOR Pathway Variants
in ctDNA at Doses =6 mg
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9. Molecular Responses to RMC-5552 in Patients with
an mTOR Pathway Variant
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Conclusions

» These early data indicate that RMC-5552 monotherapy is tolerated at doses predicted
to have anti-tumor activity, and that selective inhibition of mMTORC1 alleviates
MTORC2-mediated toxicities, such as hyperglycemia.

» While PRs were observed in tumors with and without mTOR pathway-activating
mutations, preliminary molecular response data suggest the potential for greater activity
against tumors harboring these mutations.

» Dose optimization is ongoing, and mucositis prophylaxis has enabled further dose
intensification for future combination studies with RAS(ON) inhibitors.
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