Exposure/Response Analysis of an Oral Multi-Node PISK/AKT/mTOR Pathway Inhibitor Combination of Serabelisib and Sapanisertib
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Combination PK vs. Preclinical Efficacy Thresholds

Background Combination PK-PD Analysis in Human Subjects

A. Phosphorylated-S6 versus sapanisertib concentration B. Phosphorylated-S6 versus serabelisib concentration A. Sapanisertib 3 mg, with serabelisib, with food, QD3dQW
The combination of serabelisib (PI3Ka inhibitor) and sapanisertib (dual mTORC1/mTORC2 inhibitor), known as PIKTOR, is currently in clinical 407 . £ | o
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GOaIS Figure 2. Pharmacokinetic-Pharmacodynamic (PK-PD) analysis of sapanisertib + serabelisib in human subjects. Figure 5. Estimation of time-above preclinical efficacy thresholds at combined 3 mg sapanisertib + 200 mg serabelisib dose.
A safety and pharmacokinetic study of sapanisertib in combination with serabelisib was done in adults with advanced nonhematologic malignancies (NCT01899053). This study paired Pharmacokinetics of sapanisertib (A) and serabelisib (B) as derived for Figure 4 are shown with efficacy thresholds derived from preclinical experiments. Cellular IC50 and IC90
Significant legacy pharmacokinetic (PK) data exists for serabelisib and sapanisertib as monotherapies covering a range of doses, dosing intervals, and serial plasma PK with skin-punch biopsies as the pharmacodynamic readout. Biopsies taken at baseline and at 2, 8, and 24 hours post-dose were immunohistochemically stained values were calculated using data presented in Tyrakis et. al., 2025: ICso threshold values are derived from an average of six cell lines representing clinically relevant models i.e.
: : : . . . (H-score) for PISBK/mTOR pathway phosphoproteins, including the key PISBK/AKT/mTOR pathway downstream proteins 4E-BP1 and S6. Change from baseline of the H-score is plotted HR+/HER2- breast cancer cell lines and endometrial cancer cell lines (i.e. MCF7, T47D, AN3CA, HEC1B, MFE-280, MFE-296). IC50 and Hill slope values were derived from
dosing fasted or with food (Voss et. al., 2020, Moore et. al., 2018, Juric et. al., 2017). However, up to now, there is a lack of published data on the combined
dosina of serabelisib and sapanisertib at doses and schedules relevant to current clinical develo t versus drug concentrations to characterize the exposure-response relationship for sapanisertib (A, C) and serabelisib (B, D). These plots provide estimated pharmacodynamically nonlinear regression of dose-response data fit to a four-parameter logistic (Hill) equation. 1C90 values were calculated from the fitted ICs0 and Hill slope according to the
g P pment. active thresholds for the concentration of each drug, i.e. 10 ng/mL for sapanisertib and 2000 ng/mL for serabelisib, above which PI3K/AKT/mTOR pathway signalling activity is relationship IC90 = IC50 x [90/(100-90)]*(1/HillSlope). Cellular 1C50/IC90 values are not corrected for plasma protein binding; cellular assays were carried out in the presence of
effectively inhibited. Notably, the combination of sapanisertib + serabelisib inhibited both S6 and 4E-BP1 phosphorylation. Preclinical experiments have established that while plasma protein (10% FBS) and both drugs have relatively low plasma protein binding (~70-80% plasma protein bound in human plasma). Note that PIKTOR is being evaluated in
The goal of this study is to summarise the PK-PD data most relevant to the current clinical development of PIKTOR, with a focus on: single-node pathway inhibitors effectively inhibit S6 phosphorylation, they have limited ability to simultaneously inhibit 4E-BP1 phosphorylation. Whereas, multi-node inhibition combination with other therapies (e.g. SERD and CDK4/6 inhibitors in breast cancer, and paclitaxel in endometrial cancer), combinations which may substantially lower IC50 and
potently inhibits both S6 and 4E-BP1 phosphorylation, a property which correlates with drug potency (IC50) in cellular dose response assays (Tyrakis et. al., 2025). IC90 values. Tumour growth inhibition (TGI) thresholds were derived from mouse xenograft experiments using 0.5 mg/kg sapanisertib + 75 mg/kg serabelisib QD3dQW with human

Combined dosing of sapanisertib and serabelisib HR+/HER2- breast cancer xenograft models; MCF7 (PIK3CA mutant) and HCC1428 (PIK3CA wild-type), where sapanisertib + serabelisib (without other combination agents)

RP2D for endometrial cancer: 3 mg sapanisertib + 200 mg serabelisib PO three consecutive days per week (QD3dQW) produced TGI of >70% and >60% respectively after 8 weekly treatment cycles. TGI threshold values represent mouse Cavg(0-24h) for 0.5 mg/kg sapanisertib and 75 mg/kg
Dosing with food per Phase 1.b/2 orotocols Com bl natIOn Dcse SelectIOn Based On H u man P K_ P D serabelisib in mice and are corrected for differences in mouse/human plasma protein binding.

Efficacy benchmarks generated in preclinical endometrial and HR+/HER2- breast cancer models and a human PK-PD study (NCT01899053) . . . . .
A. Sapanisertib AUC 2-4 mg doses vs. effective PD threshold B. Serabelisib AUC 100-300 mg doses vs. effective PD threshold Combination Dose Selection in Phase 1b Dose Escalation Study

This presentation focuses on milled sapanisertib, introduced after completion of the first in human Phase 1 study (NCT01058707 / Voss et. al., 2020).

1000000 -
] A Phase 1b dose escalation study of sapanisertib + serabelisib + paclitaxel (NCT03154294, Starks et. al., 2022) enrolled patients with advanced solid tumours, including patients with
breast, ovarian and endometrial cancer (n=19) and used following combined doses administered without food:
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z ] = 300000 - o 1 Sapanisertib 2 mg QD3dQW + Serabelisb 100 mg QD3dQW + Paclitaxel 60 mg/m? QW (days 1, 8, 15)
= R é’ o 2. Sapanisertib 2 mg QD3dQW + Serabelisb 200 mg QD3dQW + Paclitaxel 60 mg/m? QW (days 1, 8, 15)
o _ _ _ _ S ] 5 E 1 3. Sapanisertib 2 mg QD3dQW + Serabelisb 200 mg QD3dQW + Paclitaxel 80 mg/m? QW (days 1, 8, 15)
Building on monotherapy PK profiles, plasma exposure profiles were simulated for both agents. Exposures were compared against a panel of in vitro and in v 7 100000 . 4. Sapanisertib 3 mg QD3dQW + Serabelisb 200 mg QD3dQW + Paclitaxel 80 mg/m2 QW (days 1, 8, 15) — Dose selected for expansion cohort
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NCT01899053 Phase 1b Dose-escalation of sapanisertib + serabelisib combination; safety, PK, DDI, skin PD NA t t
NCT03154294 Phase 1b Sapanisertib + serabelisib + paclitaxel dose-escalation in heavily pretreated solid tumours Starks et. al., 2022 .. . .
FTH-SER-102 = W Serabelisib single-dose food-effect, two-way crossover in healthy subjects NA Figure 3. Dose selection based on estimated effective drug thresholds from human PK-PD data. PK data from the study described in Figure 2 was used to compare the exposure StO | atrt'S Dose / Exposu re RelatlonSh | p
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NA Preclinical Sapanisertib + Serabelisib preclinical evaluation in endometrial and breast cancer models Tyrakis et. al., 2025 patients with pharmacodynamically effective drug exposures with the lowest risk of drug-related toxicities. 2 mg and 3 mg sapanisertib data are calculated from 4 mg data assuming
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ower whisker = data within 1% quartile — 1.5*IQR; upper whisker = data within 3" quartile + 1.5*IQR; solid line = median. monotherapy, the on-target dose limiting toxicity of grade 3 serabelisib were taken (fasted). Grade 3 stomatitis was observed at the following combined dose level:

stomatitis was observed (Voss et. al., 2020), but only at higher

: o Alin Sapanisertib 4 mg + Serabelisib 200 mg QD3dQW (consecutive days)
M O n Ot h era P K . . doses than currently being used in clinical development. °
COm bl natIOn P K VS. H U man PD Th reShOIdS Across dose escalation (n=16) and dose expansion (n=20) cohorts, a total of n=36 subjects received

That is, for cohorts that received QD doses of sapanisertib (i.e. . . "
_ this 4 mg / 200mg dose. In these n=36 subjects, rates of stomatitis were:
either QD3dQW, QDSAQW, or QD7dQW) the DLT of Grade 3 Any grade: 19.4% (n=7), grade 3: 2.8% (n=1), no cases of grade 4/5 stomatitis were reported.

A. Sapanisertib 4 mg monotherapy, with food B. Serabelisib 200 mg monotherapy, with food A. Sapanisertib 3 mg, with serabelisib, with food, QD3dQW B. Serabelisib 200 mg, with sapanisertib, with food, QD3dQW stomatitis was observed at the following dose levels:
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: ; ; : , ; . : : ; ; , , : , , : S e ISRt Figure 6. Simulated PK curves for sapanisertib 4 mg + serabelisib 200 mg (fasted) QD3dQW and
0 8 _ 16 24 0 8 . 16 24 sapanisertib 3 mg + Serabelisib 200 mg (with food) QD3dQW
D past:dose; () Time:pastiesen) Figure 4. Endometrial cancer-RP2D pharmacokinetics versus human PK-PD thresholds. Based on monotherapy pharmacokinetics (Figure 1), and pharmacokinetic data derived from

the combined dose PK-PD study (Figure 2), repeat dose PK simulations were performed for sapanisertib 3 mg + serabelisib 200 mg. In order to accurately simulate Phase 2 dosing

the following factors were included in the simulations:
Figure 1. Monotherapy pharmacokinetics of sapanisertib and serabelisib CO n Cl u S I O n S
A. Sapanisertib 3 mg pharmacokinetics for QD3dQW dosing schedule, with food, was simulated based on monotherapy data presented in Figure 1A (NCT02412722), and was

A. NCTO02412722 (Moore et. al., 2018) was an open-label phase | study in patients with advanced solid tumours, evaluating sapanisertib given once daily, once weekly, or derived by linear scaling of sapanisertib from 4 mg to 3 mg and increased Cmax and AUC due to a minor drug interaction with serabelisib: analysis of study NCT01899053
three-days-weekly with paclitaxel. A QD run-in crossover assessed food effect and milled-versus-unmilled sapanisertib PK. Data shown for sapanisertib 4mg capsule given with revealed serabelisib and sapanisertib given together produced a 22% increased Cmax and 29% increased AUC for sapanisertib, with no change in PK for serabelisib. The _ o _ o _
ongoing Phase 1b/2 studies require dosing with food. A one-compartment model with lag was fitted to individual subject PK data, and using those parameters We believe this integrated PK-PD approach supports the dose and schedule rationale for the PIKTOR combination endometrial cancer RP2D and

food (n=19 patients). Absorption was rapid, with a geometric-mean terminal half-life of approximately 8h. Taking with food reduced peak concentration (Cmax) by ~40%, but total

exposure was essentially unchanged. Milled versus unmilled capsules were comparable when both were dosed fasted. Food therefore slowed the absorption rate without 332ffim;atggt}irgﬁezrgmzsavgs\r/ee %%nne;rff t;?,re;hhig[isﬁvg ﬂgzirr;gpsec;hvtggll(e.1I;iza7lI)r/],oilr]ﬁjsivri)(llrjazlgfzral;e:;?etion profiles were averaged to generate the overall mean concentration provides a translational framework linking preclinical efficacy data to clinical exposure and PK-PD for an oral multi-node PIBK/AKT/mTOR pathway
meaningfully reducing the overall extent of absorption. ' ' o ' inhibitor approach.

B. A Phase 1 study evaluated the food effect on serabelisib pharmacokinetics in n=16 healthy subjects. Using an open-label, randomized, two-way crossover design with a 7-day B. Serabelisib 200 mg pharmacokinetics for QD3dQW dosing schedule, with food, was simulated based on monotherapy data presented in Figure 1B (NCT02412722). A . . _ _
washout, each subject received a single 200 mg oral dose (2 x 100 mg tablets) both fasted and after a meal. Fasted absorption was rapid, and the terminal half-life rose two-compartment model with lag was fitted to individual subject PK data, and using those parameters concentration-time profiles were generated for the 200 mg QD3QW Modeled plasma exposure for both agents exceeded efficacy and pharmacodynamic thresholds for a substantial proportion of each weekly and 28-day
modestly when taking with food. In contrast to sapanisertib, taking with food increased total exposure by roughly 33-36%, while peak concentration was essentially unchanged. dosing schedule. Finally, individual concentration profiles were averaged to generate the overall mean concentration over time. Estimated time above 2000 ng/mL threshold = dosing cycle, supporting target coverage at the selected dose / regimen.

37.6 hours per week, 150.2 hours per 28-day cycle.
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