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Inhibition of WT PI3Ka leads to
hyperglycemia
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Kinase domain mutation
hotspot H1047

Catalytic site

Helical domain mutation
hotspots E542 and E545
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RLY-2608 inhibits only
PI3Ka, with preferential
inhibition of mutant
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Kinase Inhibition @ 10 uM
® .80% inhibition
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Activity observed in both
kinase and helical domain
mutant cell lines
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Exposure dependent
inhibition of pAKT in tumors

% Signal pAKT S437

0.001 0.07 0.1 1 10

Plasma Unbound Concentration/Target Coverage

AACR-NCI-EORTC VIRTUAL INTERNATIONAL CONFERENCE ON MOLECULAR TARGETS AND CANCER THERAPEUTICS



% pAKT/tAKT inhibition

RLY-2608 modulates pAKT in vivo
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Higher doses/exposures lead to increased
modulation of pAKT across PIK3CA mutant models
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Tumor Volume
(Mean # SEM, mm3)

RLY-2608 leads to significant tumor growth
Inhibition in PIK3CA mutant models

HCC1954 HSC2
(PIK3CA H1047R; Breast) (PIK3CA H1047R; HNSCC)
2500 25001
2000+
1500 Eg ]
g e
1000- § E 1500+
Z»
500 g I'C| 10004
S5 @
F o
=3
. f’*_.—-—.’.__-.’.
0 T T 1 0 T T T T T 1
0 10 20 30 40 0 5 10 15 20 25
Days of Treatment Days of Treatment
-+ \ehicle

RLY-2608 achieves
maximum efficacy across
PIK3CA mutant models

-o- Alpelisib PO 50mpk QD
GDC-07T 25ma/kg QD

AACR

American Association
for Cancer Research’

FINDING CURES TOGETHER"

MDAMB361

(PIK3CA E545K;K567R; Breast)
20001

1500
1000

500

Tumor Volume
(Mean & SEM, mm3)

100

20 30
Days of Treatment

40

RLY-2608 12.5ma/kg BID
RLY-2608 25mg/kg BID
== RLY-2608 50mg/kg BID

- RLY-2608 100mg/kg BID

NIH)

Tumor Volume
(Mean & SEM, mm3)

1500

1000

500

0

NATIONAL “ EORTC
CANCER Eumpea Orguaintien bt Remarch
INSTITUTE
The future of cancer therapy
MCF7

(PIK3CA E545K; Breast)

0 3 6 9

T T T T T T 1
12 15 18 21

Time post treatment initiation

* Separate inoculation

AACR-NCI-EORTC VIRTUAL INTERNATIONAL CONFERENCE ON MOLECULAR TARGETS AND CANCER THERAPEUTICS



RLY-2608 has reduced impact on glucose AACR NH T SEORTC

for Cancer Research’ INSTITUTE

homeostasis e

The future of cancer therapy

RLY-2608 achieves max efficacy with less Repeat dosing of RLY-2608 does not cause

insulin than orthosteric inhibitors hyperglycemia in tox species

Insulin levels after repeat dosing 28-day repeat dose dog study
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RLY-2608 preferentially binds mutant PI3Ka at a novel allosteric site

In biochemical assays, RLY-2608 inhibits both kinase and helical domain mutant
PI3Ka activity more potently than WT, and is highly selective against other PI3K
family members and across the kinome

RLY-2608 achieves maximum efficacy in both kinase and helical
domain PIK3CA mutant in vivo xenograft models with significantly reduced elevation
of insulin levels compared to orthosteric inhibitors

In higher species, dosing of RLY-2608 results in exposures exceeding mutant PI3Ka
cellular PD IC90 without resulting in elevated glucose levels or histopathological
changes associated with dysregulation of glucose metabolism

Results support clinical investigation of RLY-2608 as a differentiated mechanism of
mutant PI3Ka inhibition with the first-in-human study anticipated to start in 1H22
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